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5 mg and 10 mg 


THE SUCCESSOR TO 
THE TRANQUILIZERS 


Librium covers a wider range of anxiety-linked symptoms than any tranquilizer or 
other “equanimity-producing” agent; provides superior, safer, faster control of com- 
mon emotional disturbances—with no sacrifice of mental acuity, no dulling of the 
personality. A marked advantage of Librium therapy: complete freedom from G. |. 
side effects;? in particular—no superimposed diarrhea, no nausea, no constipation.” 


LABORATORIES 


Division of Hoffmann-La Roche Inc. 


Librium studies of particular significance in the area of gastro- 
intestinal disorders: 1. D. C. English, Curr. Therap. Res., 2:88, 
1960. 2. L. J. Thomas, Dis. Nerv. System, 21:(Suppl.), 40, 1960. 
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LIBRIUM® Hydrochloride —7-chloro-2-methylamino- 
5-pheny!-3H-1,4-benzodiazepine 4-oxide hydrochloride 


USUAL ADULT DOSE — Mild to moder- 
ate anxiety and tension: 5 or 10 me. 
3 or 4 times daily. Severe —I 
and tension: 20 or 25 mg, 3 or 
times daily. Geriatric patients: gue 
2 to 4 times daily. CHILDREN —5 

2 to 4 times daily (may be increneed 
in some children to 10 mg, 2 or 3 
times daily). 


SIDE EFFECTS — Broad clinical trials, 
including numerous and extensive 
laboratory studies, have revealed no 
evidence of bone marrow depression, 
extrapyramidal effects, or damage 
to vital organs. There have been no 
reports of liver damage, jaundice, 
or photosensitivity. In a few in- 
stances syncope has been reported 
when high doses were used. While 
withdrawal symptoms following dis- 
continuation of Librium have not 
been reported when recommended 
dosages have been employed, abrupt 
cessation after prolonged overdos- 
age (300 to 600 mg daily for more 
than 5 months) has produced with- 
drawal symptoms similar to those 
seen with barbiturates or meproba- 
mate (including convulsions). Caution 
must therefore be exercised in pre- 
scribing Librium for individuals 
known to. be addiction-prone, or 
whose history suggests that they 
may increase the dosage on their 
own initiative. Paradoxical reactions, 
i.e., excitement, stimulation, eleva- 
tion of affect and acute rage, have 
been reported in a few psychiatric 
patients; these reactions may be 
secondary to relief of anxiety and 
should be watched for in the early 
stages of therapy. 


In certain — the 
elderly and debilitated—there have 
been occasional reports of ataxia and 
drowsiness. While these effects can 
be avoided in almost all patients by 
proper dosage adjustment, ataxia and 
drowsiness have occasionally been 
observed at the lower dosage ranges. 
In addition, there have been isolated 
instances of minor skin rashes, nau- 
sea and constipation, as well as re- 

rts of both increased and decreased 
ibido. Such side effects have been 
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The necessity of discontinuing ther- 
apy because of undesirable effects 
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PRECAUTIONS—In elderly, debilitated 
patients, it is important to limit the 
dosage to the smallest effective 
amount to preclude the development 
of ataxia or oversedation (not more 
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increased —— as needed and 
tolerated). As is true of all CNS- 
acting drugs, until the correct main- 
tenance dosage is established, 
patients receiving Librium should be 
advised against possibly hazardous 
procedures requiring complete men- 
tal alertness or physical coordina- 
tion. While there has been no clinical 
evidence of complications followin 
the concomitant administration o 
Librium and other 
agents, in general such combined 
therapy is not recommended. If com- 
bination therapy seems indicated, 
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to the pharmacology of the agents 
to be employed with Librium — par- 
ticularly when the known potentiat- 
ing compounds such as the MAO 
inhibitors and phenothiazines are tobe 
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As a service to the prescribing phy- 
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ment of dosage, side effects and 
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and black; 5 mg, green and yellow — 
bottles of 50 and 500; 25 mg, green 
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SELECTIVELY LOWERS PROPUESIVE MOTILITY 


LOMOTIL represents a major advance over the 
opium derivatives in controlling the propulsive 
hypermotility occurring in diarrhea. 

Precise quantitative pharmacologic studies dem- 
onstrate that Lomotil controls intestinal propulsion 
in approximately 41 the dosage of morphine and 
%9 the dosage of atropine and that therapeutic 
doses of Lomotil produce few or none of the diffuse 
untoward effects of these agents. 

Clinical experience in 1,314 patients amply sup- 
ports these findings. Even in such a severe test of 
antidiarrheal effectiveness as the colonic hyperac- 
tivity in patients with colectomy, Lomotil is effec- 
tive in significantly slowing the fecal stream. 

Whenever a paregoric-like action is indicated, 
Lomotil now offers positive antidiarrheal control 
... with safety and greater convenience. In addition, 


ATROPINE 


EFFICACY AND SAFETY of Lomotil are indicated by its low median effective 
dose. As measured by inhibition of charcoal propulsion in mice, Lomotil was 
effective in about '\; the dosage of morphine hydrochloride and in about 4x9 the 
dosage of atropine sulfare. 


MORPHINE 


as a nonrefillable prescription product, Lomotil 
offers the physician full control of his patients’ 
medication. 

PRECAUTION: While it is necessary to classify 
Lomotil as a narcotic, no instance of addiction has 
been encountered in patients taking therapeutic 
doses. The abuse liability of Lomotil is comparable 
with that of codeine. Patients have taken therapeu- 
tic doses of Lomotil daily for as long as 300 days 
without showing withdrawal symptoms, even when 
challenged with nalorphine. 

Recommended dosages should not be exceeded. 

DOSAGE: The recommended initial dosage for 
adults is two tablets (5 mg.) three or four times 
daily, reduced to meet the requirements of each 
patient as soon as the diarrhea is controlled. Main- 
tenance dosage may be as low as two tablets daily. 
Lomotil, brand of diphenoxylate hydrochloride 
with atropine sulfate, is supplied as unscored, un- 
coated white tablets of 2.5 mg., each containing 
0.025 mg. (‘4400 gr.) of atropine sulfate to dis- 
courage deliberate overdosage. 

Subject to Federa!i Narcotic Law. 


Descriptive literature and directions for use available 
in Physicians’ New Product Brochure No. 81 from 
6.0. SEARLE aco. 

P.O. Box 5110, Chicago 80, Illinois 
Research in the Service of Medicine 


a A NEW THERAPEUTIC TY FOR DIARRHEA « 
: 
i 
| 

} 

LOW DOSAGE EFFECTIVENESS 

os | as 
— 

f 


The turdue Freclerioh Company DEDICATED TO PHYSICIAN AND PATIENT SINCE 1892 


Senokot 


TABLETS / GRANULES 


ACTING BY NATURAL, PARASYMPATHETIC STIMULATION OF THE COLON WALL 
...NOT CONTACT IRRITATION ...'SENOKOT’ GRANULES AND TABLETS GIVE 
A STRAIN-FREE, SOFTER STOOL, ELIMINATING TRAUMA TO HEMORRHOIDS. 


Deliciously cocoa-flavored granules. DOSAGE: For Adults - 1 to 2 teaspoonfuls nightly. 


For Children - % to 1 teaspoonful nightly. SuPPLY: 8 and 4 ounce canisters. 
Small, easy-to-swallow tablets. DOSAGE: For Adults-2 to 4 tablets nightly. For children- 
1 to 2 tablets nightly. suPPLY: Bottles of 100. j 


*“SENOKOT’ BRAND OF STANDARDIZED CONCENTRATE OF TOTAL ACTIVE PRINCIPLES OF CASSIA ACUTIFOLIA PODS, PURDUE FREDERICK. 


NEW YORK 14,N.Y. | TORONTO 1. ONTARIO 


© Copyright 1960, The Purdue Frederick Company. 


No 
. 
o* 
— 
: 
‘o 
we" 
Wan—nott 
: 


VoL. 35, No. 1 JANUARY, 1961 


“American fournal Gastroenterology 


(FormMerty THe Review oF GASTROENTEROLOGY ) 


The Pioneer Journal of Gastroenterology, Proctology 
and Allied Subjects in the United States and Canada 


contents: 


Editorial Board and General Information 


A Technic for Isolation and Perfusion of the Intact Canine Liver 
Joun E. HEA.ey, Jr., M.D. 


Treatment of Whipple’s Disease with Steroids. ...Ropert G. Werner, M.D., 
B. C. Grapincer, M.D. and Rosertr G. Rate, M.D. 


Clinical Evaluation of Librium in Gastrointestinal Diseases 
Cuarves H. Brown, M.D., F.A.C.G. (Hon.) 


A Clinical Evaluation of an Anabolic Agent Administered to Underweight 
Patients in a Gastrointestinal Clinic 

Harry Barnowski, M.D., F.A.C.G., 

Joserpu RecutscHaFFEN, M.D., F.A.C.G. and 

Saut A. Scuwartz, M.D., F.A.C.G. 


Massive Rectal Hemorrhage and Diverticular Disease of the Colon 
Maurice C, Covey, M.D. and Huco C. Moetuer, M.D., Px.D. 


Treatment of Diarrhea in Irritable Colon, Including Preliminary Observations 
with a New Antidiarrheal Agent, Diphenoxylate Hydrochloride 
(Lomotil) AntTHONY M. Kasicu, M.D., F.A.C.P. 


Bile Acids and Dioctyl Sodium Sulfosuccinate in Constipation and Irritable 
Colon Josern C. Kinc, M.D. 
Editorial 
Downgrading Gastroenterology 
IstporE A. Fever, M.D., F.A.C.P., F.A.C.G. 


President’s Message 
Abstracts for Gastroenterologists 


Owned and published monthly by the 
American College of Gastroenterology 
Inc. Business Office: 33 West 60th St., New 
York 23, N. Y. Editorial Office: 435 East 
79th Street, New York 21, N.Y. Copyright® 
1961, by the American College of Gastro- 
enterology, Inc. Reproduction of editorial 
content by any means, in whole or in part 
may not be made without written consent 
of the publishers. Subscription rate, U. S. 
and possessions: One year $8.00, two years 
$14.00 (foreign $10.00, $18.00). Single copy: 
current issue, $.75. Second class postage 
paid at New York, N. Y. 


Index to Advertisers 


Burton, Parsons & Co. ............. 3rd cover 
Coca-Cola Co. 
Desitin "Co. 
C. B. Fleet Co., Inc. . 
Pharmaceutical Corp. 

Ker 
Lilly, Eli & Co. 0... 
Lloyd Brothers, Inc. 
Picker X-ray Corp. 
Robins, A. H., ‘ine. 
Roche ; 
ROR Chemical Co. 
Rorer, Wm. H., Inc. 
Searle, G. D., & Co. ; 
Smith Kline & French Laboratories . 
Wallace Laboratories —... 
Winthrop Laboratories 
Wyeth Laboratories 


é 
30 
37 
42 
3 
46 
65 
: 
AS 
Soe 


OFFICIAL PUBLICATION 
of the : 
AMERICAN COLLEGE OF GASTROENTEROLOGY 
33 West 60th Street, New York 23, N. Y. 


Editorial Office, 435 East 79th Street, New York 21, N. Y. 
SAMUEL Wess, Editor-in-Chief 


ASSOCIATE EDITORS 


FRANK J. BORRELLI Mitton J. MATZNER 
James A. FERGUSON JuLian A. STERLING 


EDITORIAL BOARD 


R. BRauND MILTON J. MATZNER Joun M. McManon 
MIcHAEL W, SHUTKIN 


EDITORIAL COUNCIL 


F. W. BANCROFT I. R. JANKELSON Davin J. SANDWEIsS 
BENJAMIN M. BERNSTEIN Sicurp W. JOHNSEN JoserH SCHROFF 
THEODOR BLUM ARTHUR A. KIRCHNER 1. SNAPPER 

Donovan C. BROWNE WiLu1AM W. LERMANN J. Eart THomas 

Jose Ovemno Bustos FRANz J. Lust C. J. TmMarRsH 

Louis H. CLerr CuarLes W. J. R. Van Dyne 
Harry M. EBERHARD LEsTER M. MORRISON F, H. Voss 

Rupotr R. EHRMANN Grorce G. ORNSTEIN MICHAEL WEINGARTEN 
Lynn A. FERGUSON GrorcE T. Pack Lester R. WHITAKER 
WituiaM C, JAcoBson Maertin E. REHFuss Frank C. YEOMANS 


Publication Office, 33 West 60th Street, New York 23, N. Y. 
DanrEL Weiss, Managing Editor 


Steven K. Heritz, Advertising Manager 


Contributions: Articles are accepted for publication on condition that they are contributed solely to THE 
AMERICAN JOURNAL OF GASTROENTEROLOGY. Manuscripts should be typewritten double spaced and sub- 
mitted in two copies. Footnotes and bibliographies should conform to the style recommended by the American 
Medical Association, illustrations and diagrams should carry suitable lettering and explanations, be mounted 
on separate pages and have the name of the author on each page. Four illustrations per article are allowed 
without cost to the author. 

Reviews: THE AMERICAN JOURNAL OF GASTROENTEROLOGY will review monographs and books dealing with 
gastroenterology or allied subjects. It may be impossible to review all material sent. However, an acknowledge- 
ment will be made in the Department of Reviews. 

The editors and publishers are not responsible for individual opinions expressed by their contributors, ner for 
those given under current literature. 

Reprints: A price list and order blank for reprints will be sent to each contributor before the journal is issued. 
Reproduction of editorial content by any means, in whole or in part, may not be made without the written 
consent of the publishers. ° 

Subscription price: U.S. and possessions: one r, $8.00, two years, $14.00. Elsewhere, $10.00, $18.00. Single copy, 
current year, $.75, back issues, $1.00. Members of the American College of Gastroenterology receive the 
JOURNAL as part of their membership. 


pe of Address: Notify publishers promptly of change of address. Notices should give both old and new 
addresses. 


| 
: 
é 


Life's Handicap 
The Courting of Dinah Shadd 
— Rudyard kipling 
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Hardly anything compensates for the misery attendant to “belly-ache,” pyrosis, 
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Entozyme has proved useful in relieving many symptoms associated with chole- 
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Emotionally-induced or emotionally-aggravated gastrointestinal diseases, including 
peptic ulcer, often become quiescent with the adjunctive use of EQUANIL. 


Bodi? and his associates found that meprobamate (EQUANIL) relieved tension and 
anxiety, yet did not significantly affect gastric secretory patterns. Calming was 
achieved without mental confusion. 


Hundreds of published papers on EQUANIL attest to its high index of safety; predict- 
able action; freedom from ataxic or extrapyramidal side-effects; lack of cumulative 
effects. 


Although rare, allergic reactions may occur; dosage and quantity prescribed for all 
patients should be carefully supervised. 
For further information on prescribing a” 


The, 


and administering EQUANIL see descrip- | 
tive literature, available on request. 
Wyeth Laboratories Philadelphia 1, Pa. 

1. Weiss, E., and English, O.S.: Psychosomatic Medi- 
cine, p. 254, W.B. Saunders Company, Philadelphia, 
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AN AMES CLINIQUICK® 


CLINICAL BRIEFS FOR MODERN PRACTICE 


how does diet affect the production of bile? 
High-protein diets produce the greatest bile flow. Fat is a weaker choleretic 
than protein, and carbohydrates are without choleretic effect. 


Source: Popper, H., and Schaffner, F: Liver: Structure and 
Function, McGraw-Hill, New York, 1957, p. 83. 


when thin, free-flowing bile is desired ... DECHOLIN® 


(dehydrocholic acid, AMES) 
in biliary infection—“...a copious thin bile facilitates the flushing of the ducts.”* 


in postoperative management —“ After relief of biliary obstruction, acceleration of bile forma- 
tion, for which administration of bile acids has been suggested, may be desirable.”’* 


Available: DECHOLIN tablets: (dehydrocholic acid, AMEs) 3% gr. (250 mg.). 
Bottles of 100, 500, and 1,000; drums of 5,000. 


and when spasmolysis is also needed... 


DECHOLIN® WITH BELLADONNA 


(dehydrocholic acid with belladonna, AMES) —— 


for functional distress of the gastrointestinal tract—especially in geriatrics AMES 


COMPANY, INC 
Available: DECHOLIN/Belladonna tablets: DECHOLIN (dehydrocholic acid, AMES), 


3% gr. (250 mg.), and extract of belladonna % gr. (10 mg.). Bottles of 100 and 500. 
*Popper, H., and Schaffner, F.: op. cit., p. 84. 
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A TECHNIC FOR ISOLATION AND PERFUSION 
OF THE INTACT CANINE LIVER 


JOHN E. HEALEY, JR., M.D.° 


Houston, Texas 


For many years physiologists have attempted to isolate the liver of various 
animals so that they could study certain of the liver’s metabolic activities. The 
achievement of this isolation requires an adequate perfusion method which 


Fig. 1—Isolation of the segment of inferior vena cava (I.V.C.) from the diaphragm to the 
right atrium, showing the diaphragmatic incision and ligation of the phrenic vessels. 


provides a continuous circulation through the organ, and an adequate supply 
of oxygen to the liver. McMichaels'’® in 1932, and also Bauer et al®, have de- 
scribed the historical aspects of such procedures. The isolation and perfusion 


*Chief, Section of Experimental Surgery 

From the Department of Surgery Section of Experimental Surgery, the University of 
Texas, M. D. Anderson Hospital and Tumor Institute, Houston, Texas. 

This study aided in part by an American Cancer Society Institutional Grant. 
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of the liver have been possible in the past only by removing that organ from 
the animal’s body. Andrews' described such a technic in detail. 


Recent developments in extracorporeal circulation, a technic pioneered by 
Gibbon®, have revived interest in the isolation and perfusion of intact organs. 
Klopp’ suggested that an isolation-perfusion technic might be utilized in the 
treatment of patients with cancer, and the practical application of this sugges- 
tion was made by Creech‘. 


The perfusion method has since proven to be of some value in the treat- 
ment of patients with cancer of certain regions of the body, particularly, the 
extremities and pelvis. Subsequently, it was suggested that this also might 


LT. PHREWICOABDOMINAL 


Fig. 2—Exposure of the inferior vena cava (I.V.C.) between the base of the liver and the 
renal veins. The left phrenicoabdominal vein is ligated. The right phrenicoabdominal 
vein is not shown. 


provide a means whereby chemotherapeutic agents could be administered to 
specific organs. Since the liver is frequently involved in metastatic carcinoma, 
it was an obvious target in isolation perfusion. With this in mind, the investi- 
gation of the technic for isolation and perfusion of the intact canine liver was 
undertaken. 


TECHNIC 


These hepatic perfusion studies were carried out upon mongrel dogs vary- 
ing in weight between 10 and 20 kg. Preoperatively these animals were given 
an intramuscular injection of penicillin and streptomycin. Demerol (2.5 mg. 
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per kg.) was administered as a preanesthetic agent and intravenous sodium 
pentobarbital (20 mg. per kg.), for initial anesthesia. An endotracheal tube 
was inserted, and inhalation ether given if supplemental anesthesia was re- 
quired. The femoral vein was cannulated for infusion purposes, and the femoral 
artery, for continuous blood pressure monitoring. The electrocardiographic and 
electroencephalographic tracings were also continuously monitored on a multi- 
recording apparatus. 


A thoracoabdominal approach is utilized; the abdominal incision extending 
from the xiphoid process to the umbilicus and the chest opened through either 
the seventh or eighth interspace, depending upon the configuration of the 


Fig. 3—Isolation of the portal vein from the union of the gastrosplenic and common mesen- 
teric veins to the bifurcation of the vessel at the hilum of the liver. Its main tribu- 
tary, the gastroduodenal, is ligated. Also shown are the two ligatures on the 
common hepatic artery; one at its origin from the celiac axis and the other beyond 
the last proper hepatic branch. 


animal. Just prior to the opening of the chest, oxygen is administered by an 
automatic respirator through the endotracheal tube. The diaphragm is incised 
from its xiphoid attachment to the orifice of the inferior vena cava. All phrenic 
vessels entering the inferior vena cava are occluded by suture ligatures. 


Preparatory isolation of the vessels to be ligated or cannulated is next 
carried out. First, the segment of the inferior vena cava above the diaphragm 
is exposed and its only tributaries, the superior and inferior phrenic veins, were 
already ligated while incising the diaphragm. After freeing the vessel from the 
diaphragm to the cardiac entrance, two ligatures are placed in position, but 
not tied (Fig. 1). 
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Next, the inferior vena cava just below the liver is exposed. To gain ade- 
quate exposure of this vessel, it is necessary to sever the hepatorenal ligament. 
The right phrenicoabdominal vein entering this segment is ligated. This is a 
tedious procedure at times, because of the adherence of the adrenal gland to 
the posterior wall of the vein. A similar vessel entering the left side of the 
inferior vena cava, is then ligated. A tape is passed around the inferior vena 
cava at the inferior border of the liver, and another tape, just above the en- 
trance of the renal veins (Fig. 2). 


Fig. 4a—An illustration showing the special two-way cannula which is inserted into the 
inferior vena cava above the liver and into the portal vein. 


The isolation of the portal vein is next carried out. Since no tributaries 
enter from the right side, dissection is confined to the vessels entering the left 
side of this vessel. The largest of these, the gastroduodenal vein, enters the 
portal vein high in the hepatoduodenal ligament and is ligated in continuity. 
One or two smaller tributaries may enter the portal vein, either above or below 
the gastroduodenal vein, and are likewise ligated. An umbilical tape is passed 
around the portal vein just below its bifurcation at the base of the liver, and a 
second tape, just above the union of the gastrosplenic and common mesenteric 
veins. The intervening portion of the portal vein is freed, care being taken not 
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to strip the peritoneal covering from its anterior surface, for this additional 
layer aids greatly in the repair of the vessel. Two cotton ligatures are then 
placed in position to secure the cannula which is to be inserted later (Fig. 3). 


The proper hepatic artery in the dog is not a single vessel, but a number 
of vessels, anywhere from two to five, arising from the common hepatic artery 
as it arches under the porta hepatis. Therefore, to isolate the hepatic arterial 
supply, this artery—the common hepatic—must be ligated at two sites; first, at 
its origin from the celiac axis, and second, just above the pylorus proximal to 


Fig. 4b—Diagram showing complete partitioning of the cannula. 


the origin of the gastroduodenal branch. Ligatures are placed at these sites, 
but not tied (Fig. 3). The gastrohepatic ligament is then thoroughly examined 
for any possible aberrant arterial channels. 


Following the exposure of these vessels, heparin (1.5 mg. per kg.) is 
administered intravenously, and the accessory apparatuses prepared. The latter 
includes a sigmamotor pump for the by-pass of the portal and caval flow to 
the right atrium and a pump-oxygenator which is utilized to perfuse the liver 
during its isolation from the general circulation. The sigmamotor by-pass is 
composed of a ten inch segment of %” latex rubber tubing, passing through 
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the pump and adapted at either end to fit short segments of 3/16” Tygon 
tubing which in turn receive the venous cannulae. The oxygenator is a simpli- 
fied bubble oxygenator"! especially designed to perfuse at a low pressure and 
low flow rate which is required in an isolated organ perfusion. The machines 
are primed with fresh donor blood; the by-pass requiring approximately 50 c.c., 
and the oxygenator, 250 c.c. 


One of the major problems in our early experiments was to keep a suffi- 
cient amount of blood flowing into the right side of the heart to maintain 


SIGMAMOTOR STAGE 1 
BY— PASS 


Fig. 5—Stage I of the isolation of the liver. Tube A is eget. all hepatic and caval blood 
below the diaphragm and tube B directs this flow back to the right atrium. I.V.C. 
inferior vena cava. 


adequate cardiac function during cannulation of the vessels. It was found that 
this could be achieved most efficiently by dividing our cannulations into three 
stages. 


Stage I:—The inferior vena cava above the diaphragm is exposed and a 
clamp placed on this vessel at its entrance into the right atrium. A second 
clamp occludes the vessel at a point just above the diaphragm. A small incision 
is made into the inferior vena cava, and a specially made two-way cannula 
(Fig. 4) with attached tubing is inserted and secured by means of the previ- 
ously placed ligatures. The tubing on the caudally directed end of the cannula 
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(Tube A, Fig. 5) is attached to the inflow tube of the sigmamotor pump, and 
the tubing on the cranially directed end (Tube B, Fig. 5) to the outflow of 
the sigmamotor. At the termination of this stage, all inferior caval and hepatic 
blood is shunted through the sigmamotor pump before returning to the right 
side of the heart. A very precipitant drop in blood pressure occurs during the 
occlusion of the inferior vena cava above the liver, but it quickly reverts 
toward normal when the by-pass pump begins operation. This cannulation 
procedure requires approximately three minutes and is the only period prior 
to perfusion that the blood flow from the lower portion of the body to the 
right atrium is interrupted completely. 


SIGMAMOTOR STAGE 2 


Fig. 6—Stage II of the isolation of the liver. Tube A now receives all hepatic flow and 
Tube C all inferior caval flow. P.V., portal vein; R.V., renal veins; I.V.C., inferior 
vena cava. 


Stage Il:—The inferior vena cava below the liver is then exposed. The 
tape placed around this vessel at the base of the liver is pulled taut and a 
bulldog clamp applied. The tape above the renal vein occludes the vessel at 
this level, and a small incision is made between the occluded points. A size 14 
French catheter is inserted to the level of renal veins, and the distal tape tied 
over it. This catheter is immediately attached to the Y tube of the sigmamotor 
inflow (Tube C, Fig. 6). At the end of Stage II, therefore, Tube A contains 
all hepatic outflow, and Tube C all caval outflow below the diaphragm. 


Stage III:—Exposure of the portal vein is next accomplished. The proximal 
and distal tapes are made taut to occlude the vessel, and an incision made 
midway between the tapes. A second two-way cannula with tubes attached 
is inserted and tied in place with the previously placed ligatures. The proxi- 
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mally directed tubing is designated as Tube D and the distal tubing as Tube E 
(Fig. 7). Tube E is now attached to the sigmamotor by-pass, replacing Tube A 
which in turn is attached to the inflow tube of the oxygenator. Tube D, leading 
to the portal vein, now functions as the outflow from the oxygenator. At this 
point the caval and portal blood below the liver is by-passed through the 
sigmamotor pump to the right atrium, and the liver is perfused by the pump- 
oxygenator via Tubes A and D. After the perfusion is started, the ligatures on 
the hepatic artery are tightened to obstruct that vessel and truly isolate the 
liver. 


Perfusion may now be carried out for the desired period of time, which 
has ranged from 17 to 23 minutes in our survival animals. At the end of the 


SIGMAMOTOR STAGE 3 
BY—PASS 


ONYGENATOR 


Fig. 7—Stage III of the isolation of the liver showing the final circuit for portal and caval 
by-pass and the liver perfusion circuit (See text). I.V.C., inferior vena cava; P.V., 
portal vein; C.H.A., common hepatic artery. 


perfusion period, dismantling follows a sequence just opposite the procedure 
described above and is as follows: 


Stage IV:—The ligatures on the hepatic artery are released. The inflow and 
outflow tubes of the oxygenator are clamped. The distally directed Tube E 
from the portal vein is clamped and removed from the sigmamotor by-pass 
and immediately replaced by Tube A. This reverts the circuit back to Stage II 
(Fig. 6). The retaining ties on the portal vein cannula are cut, and the cannula 
removed, while the proximal and distal tapes occlude the vessel. A modified 
Satinsky clamp placed over the incision in the portal vein allows portal flow 
to resume through the liver. 
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Stage V:—The inferior vena cava below the liver is again exposed, and a 
bulldog clamp placed over the caval cannula above the renal veins. The tape 
retaining the cannula is cut and the cannula removed. Again a modified caval 
clamp is placed over the incision in the vein, and the proximal and distal 
clamps are released allowing the inferior caval flow to resume through the 
sigmamotor by-pass as in Stage I (Fig. 5). 


Stage VI:—Clamps are placed at the proximal and distal parts of the in- 
ferior vena cava above the diaphragm after the sigmamotor pump has been 
stopped. The retaining ties are cut and the cannula removed. A caval clamp is 
then applied, the proximal and distal bulldog clamps released, and the circula- 
tion re-established. Polybrene (2.0 mg. per kg.) is then injected intravenously 
to neutralize the heparin. 


Following this, a leisurely repair of the three vessels may be carried out 
in the usual fashion with 5-0 arterial silk. The diaphragm is next repaired, 
following which the thoracic and abdominal incisions are closed in layers. 


% LIVER PERFUSION 

RADIOACTIVE IODINATED SERUM ALBUMIN DETERMINATIONS 

4 LEGEND 
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PERFUSION TIME-MINUTES 


Fig. 8—Leakage from the isolation-perfusion circuit in eight animals as determined by RISA 
studies. 


RESULTS 


Control studies were carried out on five dogs to determine their tolerance 
to a thoracoabdominal approach and isolation of the involved vessels. All five 
of these animals survived. 


A total of 21 animals were used in sacrifice experiments to solve the 
various problems that were encountered; such as, the type of cannulae to be 
used, the best site and sequence of cannulation, the perfusion rate feasible 
for this organ, the oxygen requirements, the development of an adequate 
by-pass mechanism, and a clamp which would prevent complete occlusion of 
the vessels during repair. 


Using our present technic, we have done 10 experiments with five survivals, 
the last four being consecutive. Of the five deaths, three were small animals 
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whose portal veins were of such size that they became occluded following the 
repair of the incisions. One animal died due to cardiac arrest when the by-pass 
ceased to function due to an obstruction in the tubing by heart worms aspirated 
from the general circulation. The other fatality was due to hemorrhage from a 
poor technical repair of the portal vein. 


Various biochemical studies were carried out on these animals, but the 
results are beyond the purpose of this presentation and will be presented in a 
future publication. One study of significance in regard to the isolation technic, 
hewever, was the leakage determination. A solution containing human serum 
albumin labeled with I'*! (RISA) was injected into the perfusion circuit. Blood 
samples were taken from the by-pass circuit at intervals during the perfusion. 
These samples represented blood from the general body circulation and their 
RISA content was determined. As shown in Figure 8, the leakage ranged 


Fig. 9a—Serial portal venography revealing no escape to extrahepatic branches. Leakage 
in the case was zero per cent. 


between zero and four per cent in eight of the animals in which the deter- 
minations were carried out. 


In earlier perfusions we used another method, serial portal venography, 
to determine leakage from the perfusion circuit for we felt it was more im- 
portant to know where the leakage was taking place rather than how much 
was leaking. An injection of 5 c.c. of a 60 per cent solution of Renografin was 
introduced into the circuit, and films were taken at the rate of two frames 
per second to detect any escape of the drug from the hepatic into the general 
circulation. By this method, we found that at times we were not ligating a 
left phrenic tributary of the inferior vena cava (Fig. 9). Since that time, we 
have done 15 perfusions in which this vein was routinely ligated. In 8 of these, 
leakage was reported as zero per cent and in 6, as less than one per cent at 
the end of 20 minutes. In the other case, RISA was given before the hepatic 
arteries were occluded and an 8 per cent leakage was reported. 
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Since the completion of the original series of 10 animals for attempted 
survival, we have performed 75 liver perfusions for various experimental pur- 
poses; such as, ammonia studies, studies to determine the tolerance of hepatic 
tissue to various chemotherapeutic agents, the study of intrahepatic vascular 
patterns and others. We feel now that the procedure is perfected to a degree 
that it may be tried on human cases with metastatic cancer. 


One of the few publications presented in the literature pertaining to the 
perfusion of an intact canine liver was that of Ryan et al'*. These investigators 
passed a Foley catheter with perforations proximal to the bag up the femoral 
vein into the inferior vena cava until the bag was above the entrance of the 
hepatic veins. The tourniquet was then placed on the inferior vena cava above 
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Fig. 9b—Another case in which a large vessel was observed outside the perfusion circuit (see 
arrow). This proved to be a left phrenic branch which communicated with the left 
phrenicoabdominal. Leakage in this case was reported as 28 per cent. 


the renal veins. This catheter served as the inflow to the oxygenator. The out- 
flow from the oxygenator was directed to the liver through a cannula in the 
portal vein. A by-pass circuit for caval and portal blood was established by a 
distally directed cannula in the portal vein, and a cannula placed in the in- 
ferior vena cava below the renal veins. The blood drawn through these cathe- 
ters was shunted by an accessory pump to the internal jugular vein. No men- 
tion was made of the success or failure of this procedure. 


Ausman and Aust? described a perfusion technic in which the outflow 
from the liver was so simply collected by a catheter placed in the vena cava 
under the liver. The inflow to the liver from the oxygenator was directed 
through the portal vein. No by-pass circuit for the portal and caval blood was 
described. Fifteen animals were so perfused with no deaths in the series. An 
alternate method was described for perfusion through the hepatic artery via 
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the splenic and the hepatic venous blood drawn through a catheter in the 
vena cava behind the liver. The aorta is then cross-clamped above the celiac 
axis. 


Recently, Shingleton et al'* have carried out experiments on liver perfu- 
sions on dogs in which they cross-clamped the inferior vena cava and aorta 
above the diaphragm. The caval blood was drained through a catheter passed 
up the femoral vein to the inferior vena cava with a ligature placed above the 
renal veins, this served as the inflow to the perfusion circuit. The outflow 
entered a cannula in the portal vein directed toward the liver. Incorporated 
in the circuit was a controlled heat-exchange unit in five experiments, resulting 
in three successful perfusions. One experiment was under normothermic condi- 
tions, and this was also successful. 


We do not feel that any of the procedures described above result in a 
true anatomic isolation of the liver. This fact is reflected in the leakage reported 
by Ausman and Aust and by Shingleton et al using the radioactive iodinated 
serum albumin method (RISA). Studies on the leakage factor during regional 
perfusions in other areas of the body have shown this method to be most 
efficient’. Using the portal vein for perfusion inflow, Ausman and Aust stated 
that they could obtain no better than two-thirds isolation of the chemical in a 
20-minute perfusion. When perfusing through the hepatic artery, they reported 
a 15 to 32 per cent loss of the drug from the perfusion circuit. The leakage 
reported by Shingleton’s group in four dogs using the RISA method has ranged 
between 10 and 20 per cent. Our leakage as determined by RISA studies in 
eight animals has averaged 1.9 per cent, ranging from zero to four per cent. 
This negligible leakage indicated that in utilizing this perfusion circuit for the 
administration of chemotherapeutic agents, the chief concern is the liver tissue 
tolerance to the drug. Whereas, in circuits allowing excessive leakage, considera- 
tion must also be given to the escape of drug into the general circulation when 
determining the dosage to be used. 


We believe that our minimal leakage is due to the fact that all portal 
tributaries, particularly the gastroduodenal vein, are ligated prior to perfusion. 
Then too, the phrenic vessels are ligated as they enter the inferior vena cava 
above the diaphragm and the hepatic artery obstructed during the perfusion. 
In the other technics described, no mention is made of ligation of the phrenic 
vessels or of the portal vein tributaries. 


Perfusion flow rates must be varied for each animal. As emphasized by 
Markowitz and Rappaport®, hepatic blood flow is not a static flow even in 
terms of rate of flow for a unit of liver or body weight, but varies with the 
physiological status of the organ. I do not feel that any definite statement 
can be made in regard to the flow rate required in any liver perfusion because 
of this individual difference. It is obvious, however, that flow rates necessary 
to maintain adequate oxygenation are lower than the estimated portal blood 
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flow reported in the literature. For example, Grindlay et al’* stated that the 
portal vein flow in dogs under pentobarbital anesthesia ranged between 145 
and 505 c.c. per minute, a mean of 325 c.c. per minute. In some 50 liver perfu- 
sions which we have carried out to date, our highest flow rate was 325 c.c. 
per minute (30 c.c./min./kg.). In this case, as in four other cases in which 
the flow exceeded 15 c.c./min./kg., vascular congestion ensued with resultant 
liver enlargement and subcapsular hemorrhages. These changes occurred de- 
spite a good venous return. The flow rate must be regulated in each individual 
case depending upon the physiological state of the organ. We begin our 
perfusions at 10 c.c./min./kg. and alter the flow as the situation demands. 


The line pressure in the perfusion outflow also is a variable factor and 
depends primarily upon the peripheral vascular resistance of the organ. We 
have never exceeded 110 mm. Hg. systolic pressure and have successfully 
perfused as low as 30 mm. Hg. When increased resistance is encountered, it 
is most likely due to the action of the various vascular sphincter mechanisms 
of the liver which have been so excellently reviewed by Knisely, Harding, and 
DeBacker’. The fact that these mechanisms must be considered during perfu- 
sion was shown very strikingly in one experiment. We started the perfusion 
at a flow rate of 115 c.c. per minute (10 c.c./min./kg.). To maintain this flow, 
110 mm. Hg. line pressure was required. The liver became extremely engorged, 
and the venous return was poor. Papaverine (50 mg.) was injected into the 
circuit. The line pressure was immediately reduced, venous return improved, and 
the liver congestion was relieved. The use of papaverine in the circuit has been 
shown to be of value in overcoming increased peripheral vascular resistance 
in the perfusion treatment in other areas of the body, as well’. 


Before any practical application can be made of this technic in the treat- 
ment of liver cancer in humans, very careful consideration must be given to 
the tolerance of the normal hepatic cells to the various chemotherapeutic 
agents. Work on dogs to study this phase of the problem has begun. 


Aside from the importance of an isolation-perfusion technic as a method 
of approach to the chemotherapeutic treatment of patients with cancer of the 
liver, we feel it will be of prime importance as a physiological tool in the study 
of the various functions of the liver. As already mentioned, all previous physio- 
logical perfusion studies have been carried out upon livers removed from their 
normal environment. This technic, we feel, is the closest to a normal anatomic- 
physiologic arrangement thus far reported. We also hope to utilize this technic 
with a controlled hypothermia unit incorporated in the perfusion circuit during 
attempts at autotransplantation or homotransplantation of the liver. 


SUMMARY 


1. A technic is described for the isolation and perfusion of an intact 
canine liver. 
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2. The leakage from this circuit as determined by the radioactive iodi- 
nated serum albumin method has averaged only 1.9 per cent, signifiying a 
tightly closed circuit. 


3. The perfusion flow rate and the line pressure appears to be an indi- 
vidual situation depending upon the physiological status of the organ at the 
time of perfusion. 


4. Such a perfusion technic may be utilized to study many of the physio- 
logical activities of the liver, to perfuse the donor liver during experimental 
transplantation of the organ, to administer chemotherapeutic agents in the 
treatment of carcinoma involving the liver, or perhaps, to administer drugs in 
the treatment of cirrhosis of the liver. 


The author wishes to express his appreciation for the technical assistance 
given by Mrs. Christene Dinning, Mr. Stephen Gibson, and Mr. Peter Taylor. 
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TREATMENT OF WHIPPLE’S DISEASE WITH STEROIDS 


ROBERT G. WEINER, M.D. 
B. C. GRADINGER, M.D. 
and 
ROBERT G. RATE, M.D. 
Halstead, Kans. 


Although Whipple’s disease was adequately described both clinically and 
pathologically in 1907, there have been fewer than 100 cases diagnosed either 
antemortem or postmortem. The gross pathology, and especially the histology 
of the disease, are highly characteristic and easy to recognize, so it must be 
concluded that Whipple’s disease is extraordinarily uncommon. This case is 
reported because it is a typical example of this disease, and because it provides 
evidence concerning its treatment with steroids. 


Case REPorT witH AUTOPSY 


A 67-year old white man, a native Kansan, was admitted to the Halstead 
Hospital 13 February 1957. He stated that he had not been well since the previ- 
ous summer; his appetite was poor and he had lost 16 pounds of weight. 
Recently he had had night sweats and increased perspiration; he was chroni- 
cally tired and uninterested in carrying on his usual activities. He complained 
also of a persistent dull ache in his abdomen from the epigastrium down to the 
suprapubic area. He was suffering from constipation, not requiring treatment. 


Physical examination revealed a tall, thin man who appeared chronically 
ill and anxious. The pulse was 80, regular; blood pressure 130/80; chest and 
abdomen were normal—no tenderness, no masses—and none of the abdominal 
viscera could be palpated. Rectal examination was negative; the prostate was 
normal. There were bilateral inguinal hernias; a 1 plus bilateral ankle edema 
was present. The clinical impression was: probable intraabdominal carcinoma. 


In the hospital the patient was found to have an irregular temperature 
varying from 98° to 101°; his weight was 127 pounds. The following studies 
were done from 14 to 16 February: the chest x-ray was within normal limits; 
the KUB film showed no abnormalities; the gallbladder x-ray was normal; the 
barium meal examination revealed no abnormalities; proctoscopic examination 
to 10 inches was normal, and the barium enema examination was normal. 
Urinalysis was normal. Hemoglobin was 12 gm. per cent; hematocrit, 37 per 
cent; WBC, 7,600; the differential smear was normal with a moderate eosino- 
philia, which on four separate instances was 7, 13, 2 and 9 per cent. The sedi- 
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mentation rate varied from 46 to 105 mm. per hour. The Ewald test revealed 
achlorhydria; prothrombin time was normal; platelet count, 198,000; thymol tur- 
bidity, 1.3 units; cephalin flocculation, negative; total protein, 5 gm. per cent; 
serum albumin, 2.6 gm. per cent; serum globulin, 2.5 gm. per cent; serum choles- 
terol, 180 gm. per cent; and alkaline phosphatase, 4.8 units. On 25 February 
cystoscopy and retrograde pyelograms revealed no abnormalities of the urinary 
tract. 


On 2 March a chest x-ray showed a small pleural effusion on the right side. 
A diagnostic thoracentesis was done; a few atypical cells were found in the 
smears of the fluid. Bone marrow was obtained and the bone marrow was 
hyperplastic. The myeloid-erythroid ratio was 2:1. There were no abnormal 
white cells; no tumor cells were seen. The impression was: very active erythroid 
bone marrow. Esophagoscopy and bronchoscopy revealed no abnormalities. 
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Fig. 1—Jejunum autopsy specimen. The lamina propria contains masses of large mononuclear 
cells with foamy granular cytoplasm. The empty spaces contain neutral fat. x 160. 


Abdominal exploration was carried out on 18 March, At operation a small 
amount of free fluid was present in the peritoneal cavity. This had a dusky, 
greenish appearance, but was not purulent and had no odor. Palpation of the 
intraabdominal contents revealed no abnormalities except in the first two loops 
of the jejunum. There were numerous visible lacteals in the wall of the jejunum, 
which seemed to be filled with a yellowish-gray substance in a nodular pattern; 
the mesentery of these two loops of jejunum was filled with firm nodules of 
discrete, easily movable, yellowish-gray material. These nodules varied in size 
of from one to four cm. There were similar nodes in the retroperitoneal area 
extending upward along the aorta toward the diaphragm. Several nodes were 
removed from the mesentery of the first loop of the jejunum for biopsy. A frozen 
section was interpreted as providing histological evidence of a lipogranuloma 
of Whipple’s disease. The final microscopic study of these nodes was as follows: 
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the nodes consisted partly of lymphoid tissue with many irregular spaces sur- 
rounded by macrophages, some of them with large nuclei. Between the spaces 
there were large groups of foam cells which had distinct cell borders, a foamy 
cytoplasm and small nuclei. The smallest nodes had no fat spaces but consisted 
of lymphoid tissue and groups of very large macrophages with a foamy cyto- 
plasm. 


The patient made a rapid recovery from the laparotomy and received a 
short course of ACTH in the hospital. He went home on 31 March on prednisone 
10 mg., four times daily for one week, to be followed by 20 mg. daily thereafter. 
The patient did well at home and by 12 June weighed 147 pounds. He was 
essentially asymptomatic and physical examination was normal. 


In October of 1957 the patient weighed 156 pounds and had felt well since 
his surgery except for a short period of arthralgia and arthritis, apparently re- 
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Fig. 2—Lymph node, mesentery of jejunum. Autopsy specimen. Large mononuclear cells re- 
place normal lymph node tissue. Empty spaces contain neutral fat. x 160. 


sponding to an increased dose of prednisone in August. In October 1957 he was 
still taking 5 mg. prednisone daily. In January 1958 he complained of diarrhea 
for three to four weeks, with a loss of appetite. His weight was 132 pounds, a 
weight loss of 24 pounds; he was weak but had no localizing symptoms. Physical 
examination was not remarkable. The hemoglobin was 13 gm. per cent; hemato- 
crit, 45 per cent; WBC, 8,100; eosinophils, 4 per cent; differential smear, nor- 
mal; sedimentation rate, 13 mm. Examination of the stool qualitatively revealed 
an excess of fatty acids and fatty soaps. Prednisone was increased to 10 mg. 
four times daily; the dietary fat was restricted. A week later a maintenance 
dose of 5 mg. four times daily was established. By March 1958 the patient had 
deteriorated further; his weight was 121 pounds and there was increased diar- 
rhea. Physical examination revealed a brownish discoloration of the skin, emacia- 
tion and 3 plus edema of the ankles. Serum cholesterol was 122 mg. per cent; 
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sedimentation rate, 30; hemoglobin, 7.5 gm.; hematocrit, 24 per cent; WBC, 
7,750; differential smear, normal; serum albumin, 2.7 gm. per cent; serum globu- 
lin, 2.5 gm. per cent. This very weak emaciated patient died suddenly 27 March 
four days after admission to the hospital. 


Autopsy FINDINGS 


A postmortem examination revealed the following gross findings: A hemor- 
rhagic infarct was found in the base of the left lung, a smaller infarct in the 
base of the right lung; the lower branches of both pulmonary arteries contained 
adherent thrombi. The heart weighed 420 gm. and was covered with fibrous 
adhesions; no infarcts were seen. The left coronary artery was completely oc- 
cluded about 2 cm. from its origin; its wall was calcified and there was a central 


Fig. 3—Jejunum autopsy specimen stained with periodic acid-Schiff reagent. Epithelial ele- 
ments are desquamated; postmortem changes. The mononuclear cells contain much 
periodic acid-Schiff positive material. x 160. 


gray occlusion. The right coronary artery had a very narrow lumen with calcifi- 
cations in its wall. 


There were many adhesions around the spleen; the spleen was covered with 
a whitish membrane and weighed 250 gm. The liver weighed 1,900 gm. The 
mesenteric lymph nodes were very large and firm. They had a yellow cut surface 
and their diameter was .5 to 2 cm. The intestinal mucosa was edematous and 
hyperemic. There were yellow areas visible. The adrenal glands were small, 
weighing 5 and 6 gm.; the kidneys were grossly normal. The aorta was calcified 
in many areas and ulcerated. In the right iliac vein extending into the vena cava 
was a large thrombus with striations. 
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On microscopic examination a focal fibrosis of the myocardium with a 
chronic pericarditis was found. The thrombi in the pulmonary arteries and the 
iliac vein were antemortem in type. The coronary arteries showed an oblitera- 
tive arteriosclerosis. The adrenal glands showed marked atrophy of the cortex 
with depletion of lipid. There was vacuolation of the cells of the zona fascicu- 
lata. The z. glomerulosa was almost completely absent and the z. reticularis was 
also atrophic. The medullary portion was well preserved. 


A section of the stomach showed a normal mucosa; the mucosa of the colon 
was normal and there were no xanthoma cells. Sections of the jejunum and 
ileum showed polypoid thickening of the mucosa because of the presence of 
many foam cells. These cells infiltrated the entire mucosa beneath the epithelium. 
They were large, had a foamy cytoplasm and a small nucleus. Multiple sections 
of the lymph nodes from the mesentery showed only a few remnants of lymphoid 
tissue. Most of the glands consisted of sheets of foam cells in various stages of 
degeneration, with large empty spaces presumably filled with fat. The periodic 
acid-Schiff reagent stained the cytoplasm of the foam cells in both lymph nodes 
and the mucosa of the small intestine. 


COMMENT 


The histological findings in Whipple's disease are very striking. As in the 
case described above it is characteristic that the lamina propria of the small 
intestine and the mesenteric lymph nodes show a striking accumulation of large 
foamy-appearing pale staining cells with small nuclei. These same tissues are 
honeycombed with small and large pockets of neutral fat. The large mononuclear 
cells do not contain unusual amounts of lipid but do contain a mucopolysac- 
charide which can be stained with the periodic acid-Schiff reagent. These cells 
may also be found in lymph nodes in widely scattered regions of the body 
including peripheral lymph nodes, although regularly and grossly they infiltrate 
the mesenteric lymph nodes of the small intestine. 


From the clinical standpoint the patients are often middle aged males who 
present with a chronic illness having with a variable degree of intensity, the 
symptoms and laboratory findings of a malabsorption syndrome. They have lost 
weight and strength and have usually had episodes of arthralgia. Frequently 
they have a brown pigmentation of the skin and hypotension. The course of the 
disease often is intermittently febrile and may be accompanied by generalized 
lymphadenopathy. At death the patients frequently have a panserositis which 
does not manifest itself prominently during life; apparently large effusions do 
not occur. From the clinical standpoint the disease cannot be distinguished with 
certainty from other diseases of the small intestine which cause the malabsorp- 
tion syndrome. At laparotomy the findings are characteristic and since often 
there are gross pathological changes, one suspects that the disease has been 
present months or years prior to surgery. Twice now, brothers with this disease 
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have been reported. Gross et al' reported two brothers, one diagnosed at the 
age of 62, the other at the age of 63, both by laparotomy. Puite and Tesluk* 
reported brothers with Whipple’s disease, one of whom died at the age of 27, 
the other at the age of 35. Both had characteristic findings on postmortem 
examinaton. It seems most unlikely that this rare disease could occur in brothers 
by chance. The possibility exists that Whipple's disease is familial and heredi- 
tary, and is due to an inborn error of metabolism. I am sure that the infrequency 
with which the disease has been diagnosed during life has made it difficult to 
carry out important biochemical studies. These are needed and it might be wise 
in the future to direct patients with this disease to institutions which are capable 
of carrying out major biochemical studies in the hope that basic information 
will provide a better understanding of the disease and possibly an improvement 
of treatment. 


From the review of evidence to date it would seem that although the use 
of steroids in treatment has been reported upon favorably, only a temporary 
remission in the progressive downhill course of the disease can be expected’. 
The remission may persist for months or years. It is peculiar and requires under- 
standing that there are remarkable spontaneous remissions in the clinical state of 
the patient without, so far as can be determined, significant changes in the 
pathology. Patients have made dramatic improvement following a variety of 
maneuvers which have included laparotomy, psychotherapy, vitamin supple- 
mentation, antibiotics, and more recently the corticosteroids. I have the impres- 
sion that the corticosteroids influence the status of the patient in relationship 
to his disease more profoundly than the other modes of treatment which have 
apparently led to good results in isolated occasions. In such instances it would 
seem that the corticosteroids do not influence the disease process itself, but 
rather exert a nonspecific effect producing an increased sense of well being, an 
increased appetite with consequent weight gain, and may exert some influence 
over the malabsorption syndrome and the symptom of diarrhea. The polyserositis 
may be influenced favorably. 


On the other hand Gross et al' who have published a thorough study of 
this disease note that their experience with steroid therapy in four cases has 
been disappointing. One patient had transient improvement on 100 mg. of 
cortisone daily over a period of one month, both symptomatically and as judged 
by fat intake and excretion studies. A relapse occurred while he was still on 
cortisone; approximately one month after cortisone therapy had been discon- 
tinued he improved spontaneously and this improvement continued over a 
period of three and one-half years. The second patient died without apparent 
benefit from 75 mg. of cortisone for 5 days or following ACTH. The third 
patient benefited temporarily from cortisone administered orally over a period 
of 65 days. The fourth patient showed no improvement on cortisone, prednisone 
and ACTH in large dosage. 
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It is impossible to say whether the variable results are due to such factors 
as dosage or kind of steroid used. It is also not known whether the stage of the 
disease has any relationship to the results which are obtained. Nevertheless, it 
would seem that corticosteroids or ACTH should be given in adequate dosage 
in the hope of provoking a clinical remission. The choice between large inter- 
mittent dosage and chronic moderate dosage cannot be made yet on a rational 
basis. 


SUMMARY 


The case history of a patient with the rare Whipple's disease is reported in 
detail. Treatment is discussed and our current understanding of the role of 
steroids in the treatment of this disease is presented. It would seem that cortico- 
steroids or ACTH may provoke a clinical remission. In general this is not sus- 
tained and a downhill course is resumed after a variable period. 
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CLINICAL EVALUATION OF LIBRIUM 
IN GASTROINTESTINAL DISEASES 


PRELIMINARY REPORT 


CHARLES H. BROWN, M.D., F.A.C.G. (Hon.)* 
Cleveland, Ohio 


The clinical evaluation of a new drug without double-blind studies and 
controls is difficult, and conclusions based on such studies may frequently be 
erroneous. Nonetheless, the clinical response of patients is of value in determin- 
ing the effectiveness of the new medication as compared with previous ones, its 
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Fig. 1 


proper dose, conditions in which it may be of help, intolerance, reactions to it, 
and contraindications for its use. Despite the pitfalls inherent in an uncontrolled 
study the response of patients, with various conditions, to a new and intriguing 
drug is always of interest. 


*From the Department of Gastroenterology, The Cleveland Clinic Foundation, and The 
Frank E. Bunts Educational Institute, Cleveland, Ohio. 
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There is evidence that emotional tension may be a direct cause of gastro- 
intestinal complaints! and an etiologic factor in some organic diseases of the 
gastrointestinal tract (duodenal ulcer and ulcerative colitis). Consequently we 
were interested in a drug that might relieve anxiety and secondarily also the 
resulting gastrointestinal distress. Preliminary reports on Libriumt, a chemically 
new compound, which have indicated that it relieved anxiety without the usual 
sedative effect of many of the tranquilizers?* aroused our interest in its use in 
patients with gastrointestinal complaints primarily based on anxiety. The drug 
has been used in 120 patients, with adequate clinical evaluation in 90. 


The patients selected for treatment were all seen in the Department of 
Gastroenterology primarily with gastrointestinal complaints. Anxiety, usually the 
cause of the symptoms, was the indication for therapy. A few patients had other 
conditions in addition to their gastrointestinal symptoms (obesity—3, tension or 
migraine headache—6, angina pectoris—4). 


TABLE I 


Reactions TO LisprruM IN 90 PATIENTS 


Reaction® Drug stopped Drug continued 
(smaller dose) Total 


to 


Depression 1 1 


Sleepiness 2 3 5 
Loss of libido 1 2 3 
Ataxia and dizziness 1 2 3 


*Five patients stopped the medication, and six continued on lower doses. Several 
patients had more than one reaction, i.e., depression and sleepiness; both occurred 
in several. 


In 90 per cent of the patients, the usual dose employed was 10 mg. of 
Librium four times daily. A larger dose was required in 7 patients, who received 
25 mg. three to four times a day. On this dosage, the drug was well tolerated 
with only a small number of reactions. Five patients stopped the medication 
because of side-effects, which consisted of marked sleepiness in 2, depression 
in 1, ataxia and dizziness in 1, and marked loss of libido in one woman. The 
latter patient reported that she did not want “housekeeping duties and respon- 
sibilities without bedroom privileges”, and refused any further medication. Six 
other patients had similar side-effects, but continued on the drug at a lower 
dose. Reactions of depression and sleepiness disappeared in two patients when 
the dose was lowered; they ultimately obtained a good response, and subse- 
quently tolerated the original dose. The undesirable reactions obtained are 
presented in Table I. 


tLibrium supplied by Hoffmann-La Roche Inc., Nutley, N. J. 
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Reactions to the drug, particularly sleepiness, appeared to be almost an 
“all or none” reaction. For example, those who complained of sleepiness devel- 
oped it to an extreme degree; one patient slept for two days, another for 18 
hours, while a third patient had to stop driving and sleep by the side of the 
road 45 minutes after taking the first dose. On the other hand, the majority of 
patients noted no sedative action at all, so that the sedative effect was either 
quite marked in the sensitive patient or entirely absent. 


We were unable to relate the undesirable reactions to the age of the pa- 
tients. While it might be anticipated that these side-effects would be more 
frequent in the aged, age made no difference in the incidence of reactions in 


this group (Table IT). 


TABLE II 


RELATION OF AGE TO UNDESIRABLE REACTIONS 


No reaction Reactions 


Female | Total Female | Total 


4 
12 


The reactions to the drug occurred shortly after the first dose, usually within 
1 to 24 hours. The side-effects were not cumulative, and if we did not observe 
them within the first week, no reactions occurred. 


The duration of treatment is shown in Table III. In addition to the 90 
patients represented in the table, 30 others received the medication for too short 
a time to warrant evaluation. 


The symptomatic response was evaluated as follows: 1. Excellent—com- 
pletely asymptomatic, 2. Good—continued with some symptoms but considerable 
improvement, 3. Fair—some improvement but many symptoms continue, 4. Poor 
—no improvement at all. The response with respect to certain target symptoms 
in 85 patients who remained on the drug is shown in Table IV. 


The patients with anxiety and anxiety reactions seemed to be helped more 
than other groups. The consistent response of these patients was that they felt 
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better, and irritating situations in their lives did not bother them as much as 
previously. Children still quarreled at home, work situations in the cases of 
executives were the same, but the patients were not disturbed and upset by 
these emotional crises as they had been before the medication. 


The response of patients with mild depression was poor, the drug being of 
real help in only two of five patients. Since other reports have indicated its 
value in more severe depression, the poor response in this group may have been 
due to inadequate dosage. 

Ten of 16 patients with anxiety with accompanying agitation (patients 
severely agitated by their anxiety, resulting in functional distress) were helped 
by the medication. Since these patients react to distress by developing anxiety 
and emotional crises, we do not know whether they had less distress, or whether 
the same distress did not evoke the same anxiety crises as before the medication. 


TABLE Il 
DvuRaTION OF TREATMENT 


Duration Number of patients 


Less than one week 
1 to 2 weeks 
2 to 4 weeks 
4 to 8 weeks 
8 to 12 weeks 
over 12 weeks 


The response of patients with a true conversion neurosis (a defense mech- 
anism that helps them solve their own life situation) was good in only two of 
seven patients. The poor results in patients with a conversion reaction was 
anticipated, and it is expected that the good response in two will be only 
temporary. 

The drug was of help to 22 of 27 patients with chronic irritable colon 
(spastic colitis, mucus colitis, etc.) or with functional stomach distress (functional 
indigestion, hyperacidity syndrome, etc.). Nine patients with acute and chronic 
alcoholism associated with nutritional (Laennec’s) cirrhosis were benefited. Four 
heavy drinkers, given Librium at the time of sudden withdrawal of alcohol, did 
not develop delirium tremens, although each had been such a heavy drinker 


that D.T.’s were expected. Librium seemed to help the patients tolerate acute 
withdrawal of alcohol. 


Seven of 11 patients with abdominal parietal pain, thought to be of func- 
tional origin, obtained relief. One patient with pain of ten years’ duration, that 
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was believed to be of a psychosexual etiology, obtained relief although she had 
not responded to many other medications. In contrast, another patient with a 
conversion reaction had obtained relief from her neuromuscular abdominal pain 
by local novocaine injections, but received no benefit from Librium. 


We feel that frequently we can prognosticate with considerable accuracy 
the postgastrectomy syndrome in patients who undergo gastric resection. Those 
who develop the postgastrectomy syndrome are more anxious and apprehensive. 
On a trial basis, nine patients with postgastrectomy syndrome were given 
Librium with good results. 


Too few patients with the remaining conditions were treated to warrant 
conclusive comment. Two patients with globus and one with glossodynia, previ- 
ously resistant to treatment, did improve. Four patients with ulcerative colitis 
and three with regional enteritis felt more at ease and less tense on the medica- 
tion. Three with functional vomiting and anorexia, and two with functional 


TABLE IV 
SympromatTic TO LisRIUM—EMOTIONAL DISORDERS 


Excellent response | Good response | Fair response 


18 


Anxiety with agitation 5 
Conversion neurosis 


diarrhea, both thought to represent a conversion phenomenon were not appre- 
ciably benefited. 

Nongastrointestinal conditions treated in which a good response was ob- 
tained include: generalized fibrositis syndrome (3), tension or migraine head- 
ache (5), obesity (3), angina (4), and hyperventilation syndrome with carpo- 
pedal spasm (1). 


LipriuM WITH OTHER MEDICATIONS 


Librium was frequently used concomitantly with other medications as in 
the patients with ulcerative colitis, regional enteritis, postgastrectomy syndrome, 
etc. For example, the combination of Librium with an appetite suppressor was 
most effective in three patients with obesity. One patient with functional vomit- 
ing and diarrhea obtained the best results from a combination of Librium, 
Compazine, and Lomotil. Tranquilizers, anticholinergics, appetite suppressors, 
etc., can be used in conjunction with Librium. 
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Discussion oF PossrsLE Move or ACTION 


The mode of action of Librium is not clear. The possible mechanism of 
pain in patients with an irritable colon is represented diagramatically in Figure 
1. Colonic distress, cramps, or diarrhea may result from nervous or emotional 
stress in an environment which stimulates the psyche and results in increased 
vagal impulses discharged to the gut. The abdominal pain and distress further 
stimulate the psyche, resulting in more vagal discharges and greater colonic 
spasm. Thus a vicious cycle is started. Even in the absence of environmental 
stress, the cycle can be evoked by irritating foods causing a somatic response 
which in turn stimulates the psyche. 


TABLE V 
Sympromatic REesPpoNsE TO DIAGNOSES 


Diagnosis Excellent Good Fair 


Irritable colon and functional 
stomach distress 


Acute alcoholism with 
nutritional cirrhosis 


Abdominal parietal pain 


o 
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Various types of medications can alter this cycle. Strong sedation to the 
point of causing sleep, as with the barbiturates eliminates the environmental 
stress by affecting the psyche. Tranquilizers presumably have the same action. 
Anticholinergic and antispasmodic drugs are effective to the extent that they 
block or modify the somatic response. 


From our clinical studies, we believe that Librium may be effective by 
blocking the effect of the somatic response on the psyche and thus breaking the 
cycle. Librium may be effective by decreasing the patient’s response to his 
disease without changing the basic condition, as for example in ulcerative colitis; 
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it may not change the inflammation in the colon, but enables the patient to 
tolerate his diarrhea, etc. better. 


SUMMARY 


Librium has been given with good results to 90 patients primarily with 
anxiety and functional gastrointestinal distress. Particularly good results were 
obtained in alcoholics with Laennec’s cirrhosis and in patients with post- 


gastrectomy syndrome. 


Reactions of sleepiness, depression, loss of libido, ataxia and dizziness 
occurred in 11 patients necessitating discontinuance of the drug in five. 


These encouraging results suggest that further studies, employing the 
double-blind technic in patients with anxiety and gastrointestinal distress, are 
indicated. 
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A CLINICAL EVALUATON OF AN ANABOLIC AGENT 
ADMINISTERED TO UNDERWEIGHT PATIENTS 
IN A GASTROINTESTINAL CLINIC 


HARRY BAROWSKY, M.D., F.A.C.G. 
JOSEPH RECHTSCHAFFEN, M.D., F.AC.G. 
and 
SAUL A. SCHWARTZ, M.D., F.A.C.G. 
New York, N. Y. 


A clinical evaluation was made of the efficacy of an anabolic agent to in- 
duce a gain of weight in resistant patients, attending a gastrointestinal clinic. 
The anabolic drug employed was Nilevar (17a-ethyl-17-hydroxyl norandoste- 
none), a synthetic steroid analog of testosterone. The advantage attained in this 
compound!” was that it is only slightly androgenic being predominantly ana- 
bolic. Thus, by minimizing the strong virilizing effects commonly experienced 
with androgens, wider clinical application became feasible. Weston and his 
associates*® reported the favorable actions of Nilevar in reversing a negative 
nitrogen balance in a series of cardiac cases. Similar favorable results were 
obtained by Batson‘ in patients afflicted with paralysis. Because of its ability to 
cause a retention of calcium, investigators have found this product useful in 
the therapy of osteoporosis’ and fractures®. Favorable anabolic effects have been 
demonstrated in pre- and postoperative care of patients’ and anabolic steroids 
have also been used to counteract corticosteroid catabolism®. 


Significant favorable results were reported in the treatment of chronic under- 
weight but otherwise normal adults by Kory and his co-workers®*. They used 
the placebo technic type of study. Our investigation was confined to a similar 
problem of resistant underweight patients attending a gastrointestinal clinic. To 
vary the method of study, a high caloric diet was employed as a control instead 
of a placebo. This study was limited to the clinical observation of patients 
taking Nilevar orally, for a short-term period of two months in the majority of 
instances and a few for three months. 


SELECTION OF CASES 


Twenty-five adult patients attending a gastrointestinal clinic were investi- 
gated. They ranged in age from 27 to 69 years of age. Eleven were males and 
14 were females. Patients were selected and only those who were abnormally 
underweight and stated that they could not gain weight on routine measures 
were included in this study. They ranged in weight from 77 to 124 pounds. 


From the Department of Medicine, Section of Gastroenterology New York Medical 
College, Flower & Fifth Avenue Hospitals. 
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Although their major concern was an underweight problem, the majority 
of individuals had a varying degree of anorexia, asthenia and a lack of vigor. 
Of the 25 patients studied, ten had an organic gastrointestinal ailment; 12 were 
diagnosed as functional dyspepsia; and three, just came to the clinic because 
they were underweight. The ten that had an organic disorder manifested gastro- 
intestinal symptoms, such as the dumping syndrome, postcholecystectomy syn- 
drome or diarrhea. 


Before instituting therapy with the anabolic agent, disturbances which could 
be helped by specific measures were ruled out. These included such conditions 
as: glandular, psychogenic, toxic, diabetes mellitus, etc. The type selected for 
this investigation was characterized as an abnormally thin adult, with no spe- 
cific recognized disease, except for some gastrointestinal complaints in the 
majority of instances, who had been unable to gain weight. 


METHop oF Stupy 


Since an evaluation of the anabolic effect of this product was being made, 
it was important to establish a control study. All cases were therefore placed on 
a 3,000 calorie diet plus a vitamin-mineral supplement for two months. Then, 
the same patient was given Nilevar orally, 10 mg., three times a day for two 
months, and comparisons as to the efficacy of each mode of therapy were made. 
The individuals were observed approximately once a week and their weight, 
degree of appetite and sense of well being (vigor) were recorded. In addition, 
the cases were observed for any androgenic effects, for clinical evidence of 
jaundice, hepatomegaly, liver tenderness and for any side reactions. 


RESULTS 


The results of each type of therapy were recorded at the end of each two- 
month period (Table I). The response was graded as good, moderate or poor. 
The factors evaluated were the ability to gain weight, increase of appetite and 
the improvement of the sense of well-being. The gain in weight was considered 
good if it was within the range of 8-15 Ibs., moderate within 3-7 Ibs., and poor 
if it was 0-3 Ibs. The grading of the effect in appetite and sense of well-being 
was based on the patient’s subjective report. 


Errect ON WEIGHT 


In 25 cases, given a high calorie diet plus a vitamin-mineral supplement 
for a period of two months, the ability to gain weight was good in one; moderate 
in ten; and poor in 14; the mean weight gain for two months being 2.3 Ibs. 
With the same patients for a similar period on Nilevar therapy, the response 
in weight gain was good in 12; moderate in eight; and poor in five, the mean 
weight gain for two months being 6.4 Ibs. 
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EFFect ON APPETITE 


The individuals on a high calorie diet for two months showed little increase 
in appetite. The response was good in two; moderate in seven; poor in 16. For 
the same period on Nilevar therapy, the response was good in 11; moderate in 
11; poor in only three. 


EFFECT ON THE SENSE OF WELL-BEING 


The improvement of the sense of well-being was similar to the appetite 
response. The high calorie diet produced a good result on only three; moderate 
response in eight; poor effect in 14. With the Nilevar therapy, on the other 
hand, the response was good in 15; moderate in seven; poor in three. 


TABLE I 


Resutts OF THERAPY OF 25 UNDERWEIGHT PATIENTS WHO Hap BEEN UNABLE 
to GaIn WEIGHT 


3,000 calorie diet plus a 
vitamin-mineral supplement Nilevar 10 mg. t.i.d. 
treated for two months treated for two months 


Response | Response 
Moderate Moderate 


10 8 
Weight Gain Weight Gain 


16 ll 


3 14 


“Weight Gain Moderate 3-7 lbs. 
Good 7-15 Ibs. Poor 0-3 Ibs. 


It is apparent from this study that giving these patients a high caloric diet 
was of little help to them. They all had a poor appetite to start with and only 
Nilevar therapy was able to give them a real desire to eat and thus induce a 
good gain in weight in most instances. 


In addition, the patients were observed for clinical evidence of jaundice, 


hepatomegaly, liver tenderness and any androgenic effects and for any side 
reactions. None of these was found. 


Liver Funcrion 


Liver function tests were done in 25 cases after a minimum of two months 
of Nilevar therapy. The studies done were for icteric index, cephalin flocculation, 
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alkaline phosphatase, total serum proteins, serum albumin and globulins, total 
cholesterol and cholesterol esters. All results were within normal limits, except 
for two cases where there was a moderate reversal of the serum albumin/globulin 
ratio, prior to the initiation of therapy. In both instances, neither the high caloric 
diet nor Nilevar therapy altered these findings. 


SUMMARY 


Our investigation concerned itself with the clinical evaluation of Nilevar 
to induce weight gain in resistant cases. Twenty-five patients attending a gastro- 
intestinal clinic were observed. Ten had evidence of gastrointestinal pathology, 
12 were diagnosed as functional dyspepsia, and three just came to the clinic 
because they desired to gain weight. Cases were selected and only those who 
were abnormally underweight were included in this study. 


The therapeutic factors evaluated were the ability to induce weight gain, 
increase the appetite and improve the sense of well-being. As a control, all cases 
were first placed on a 3,000 calorie diet plus a vitamin-mineral supplement for 
two months. Following this, they were then given, for a similar period, Nilevar 
10 mg., three times a day. ; 


The response to Nilevar therapy was much more pronounced than to a 
high caloric diet. Of 25 patients treated with the anabolic agent, a good gain 
of weight (7-15 Ibs.) was observed in 14, an increase of appetite in 11 and a 
definite improvement in the sense of well-being in 15. On a high caloric diet, 
only one case showed a good gain of weight; two, an increase of appetite; three, 
a definite improvement in the sense of well-being. 


In our study of 25 patients, 15 had no demonstrable pathology and 12 of 
these showed a good response. Of the remaining ten having gastrointestinal 
pathology, only two responded favorably. It is evident from this investigation 
that Nilevar fulfills a definite need in the short term therapy of the abnormally 
underweight adult and is more effective in those cases which have no evident 
gastrointestinal pathology. 
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MASSIVE RECTAL HEMORRHAGE AND DIVERTICULAR DISEASE 
OF THE COLON 


MAURICE C. COVEY, M.D. 
and 
HUGO C. MOELLER, M.D., Ph.D. 
San Francisco, Calif. 


Reports during the past 10 years indicate that rectal hemorrhage is a fairly 
common complication of diverticular disease of the colon, that the incidence 
of massive hemorrhage is greater in patients with diverticular disease associated 
with arteriosclerotic vascular disease, and that surgical treatment is indicated 
if the bleeding is profuse or recurrent or cannot be controlled by conservative 
measures. The following report describes the occurrence and successful surgical 
management of massive rectal hemorrhage caused by diverticular disease in a 
patient with hypertensive cardiovascular disease. 


Case REPORT 


A 66-year old housewife was admitted to Herbert C. Moffitt Hospital on 
14 January 1957, because of massive rectal bleeding of 5 hours’ duration. During 
the 5-hour period the patient had vomited green material which contained no 
obvious blood or coffee-ground material. She reported being constipated on 
occasion and having noted mild periumbilical aching during the week preceding 
admission; no other gastrointestinal symptoms were present. 


Rectal bleeding had occurred on one occasion previously, in September 
1955, and had persisted for 1 week, necessitating transfusion of 1,000 ml. of 
blood. Roentgenologic studies at that time showed no abnormalities in the upper 
bowel. Sigmoidoscopic examination was negative, but additional radiologic stud- 
ies utilizing barium suspension enema and air for contrast had shown diverticula 
in the descending colon. 


The patient had been admitted to Herbert C. Moffitt Hospital for the first 
time in December 1956 with a history of hypertension, atrial fibrillation and 
mild congestive heart failure of 18 months’ duration, for which she had been 
treated with digitalis, low sodium diet and antihypertensive agents. Ocular 
examination at the time of admission showed Grade II K-W changes in the 
fundi. The heart was enlarged to the left; atrial fibrillation was present. The 
liver edge was 3 fingerbreadths below the right costal margin. Average blood 
pressure during the period of hospitalization was 160/100. Administration of 
reserpine and phenobarbital resulted in a fall in pressure to 140/90. After a 
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2-week period of hospitalization the patient was discharged with instructions to 
take digitalis, phenobarbital and 0.4 mg. of reserpine daily. She was not seen 
again until the occurrence of massive rectal hemorrhage necessitated her admis- 
sion to the hospital on 14 January 1957. 


Physical exumination:—The patient was a well-developed, slightly obese, 
white woman with cool, pale, moist skin. She had slight pretibial edema. The 
pulse was 64 and grossly irregular; blood pressure was 160/90. The ocular fundi 
showed Grade II K-W changes. The lung fields were clear to percussion and 
auscultation. The heart was enlarged beyond the anterior axillary line in the 
6th left intercostal space. The abdomen was soft; there was slight tenderness in 
the right lower quadrant. The liver was 3 fingerbreadths below the right costal 
margin. The colon and abdominal aorta were palpated easily, but no abdominal 
masses could be felt. The bowel sounds were hyperactive. Except for dark red 
blood on the examining glove, no abnormalities were found on rectal exami- 
nation. 


Results of laboratory tests were: hematocrit, 37 per cent; white blood cell 
count, 6,500 per cu. mm. with 92 per cent polymorphonuclear leucocytes; routine 
urinalysis, normal. An electrocardiogram indicated atrial fibrillation and left 
ventricular hypertrophy. 


Hospiial course:—The patient passed bloody stools at increasingly frequent 
intervals. Despite replacement of 5,500 ml. of blood during the first 16 hours, 
the hematocrit dropped to 33 per cent. On palpation, the colon was found to 
be enlarged, dilated and boggy. No lesion could be detected by sigmoidoscopy 
to 23 cm. Roentgenologic studies showed multiple diverticula in the descending 
and sigmoid colon. Increasingly severe rectal bleeding necessitated replacement 
of 12,000 ml. of blood during the first 24 hours of hospitalization. By the 24th 
hour blood was being transfused at a rate of 1,000 ml. per hour, blood pressure 
was falling, and the pulse was rapid and thready. Because of the patient's rap- 
idly deteriorating condition, an exploratory laparotomy was performed. 


and postoperative course:—No abnormalities were found in the 
stomach, duodenum, jejunum or ileum. The entire colon, however, was distended 
with blood, which had refluxed 2 feet into the terminal ileum. Multiple diverti- 
cula were found in the left side of the colon. One diverticulum, approximately 
1 to 2 cm. in diameter, was entered by a large blood vessel and surrounded by 
an area of inflammation. No other abnormalities were found. The left transverse, 
descending and proximal sigmoid colon were resected. The right transverse and 
distal sigmoid colon were anastomosed. A tube cecostomy was performed to 
decompress the proximal colon. Immediately after ligation of the blood supply 
to the resected colon, the patient began to improve. The patient received 2,000 
ml. of blood during the operation and an additional 1,000 ml. during the first 2 
postoperative days. Improvement continued, and no further transfusions were 
required. The patient was ambulatory by the 7th postoperative day, and the 
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cecostomy tube was removed on the 8th day. She was discharged from the 
hospital 4 days later. When last seen 1 year after the operation, she had had no 
further episodes of rectal bleeding. Roentgenologic barium enema study showed 
a normal postoperative colon. 


Pathologic examination of the resected portion of the colon showed numer- 
ous diverticula. The large diverticulum noted at the time of operation was in- 
durated and the surrounding tissue showed both acute and chronic inflammatory 
changes. No site of bleeding could be demonstrated. 


COMMENT 


The incidence of rectal bleeding in diverticular disease has been studied in 
large series of patients. Noer’, in an excellent review of 2,896 cases reported by 
28 investigators prior to 1955, reported an 11 per cent incidence of rectal bleed- 
ing. In 4 other studies on a total of 568 cases, the incidence of bleeding was 23.4 
per cent?*. Combining the figures for the 5 series gives a total of 457 instances 
of rectal bleeding in 3,464 cases of diverticular disease, or an incidence of 13.2 
per cent. The higher incidence in the more recent reports probably reflects the 
increasing awareness of this condition as a cause of rectal bleeding. 


Massive rectal hemorrhage, similar to that observed in our patient, was 
noted in 41 of the cases reviewed by Noer and in an additional 42 cases reported 
in other studies*’. .(s illustrated in the present case, patients with profuse rectal 
bleeding due to diverticular disease frequently have coexistent cardiovascular 
disease. Three of the 4 patients with diverticular disease and massive bleeding 
described by Hoar and Bernhard‘ had a history of hypertensive cardiovascular 
disease. In Stanton’s series of 14 similar cases*, 11 patients had one or more of 
the following conditions: arteriosclerosis, hypertension, cardiomegaly, congestive 
heart failure. Turnbull* described massive rectal hemorrhage in 12 patients with 
diverticula of the colon and reported that all had arteriosclerosis; 5 also had 
arteriosclerotic heart disease and 3 had hypertension. 


Conservative treatment, consisting of blood replacement, administration of 
sedatives and careful observation of the patient, has proved successful in the 
majority of cases of massive hemorrhage resulting from diverticular disease. To 
date, surgical treatment has not been used in a sufficient number of cases to 
permit evaluation of its effectiveness. Surgical procedures should be considered, 
however, in cases of persistent and profuse or recurrent hemorrhage or when 
necessary to permit diagnostic differentiation between carcinoma and diverticu- 
lar disease. 

The 14 patients described by Stanton® were successfully treated by trans- 
fusion of 500 to 2,500 ml. of blood. In Quinn and Ochsner’s series of 37 cases’, 
the bleeding was classified as massive in 23 patients (on the basis of hematocrit 
less than 30 per cent or the occurrence of shock, or both) and as moderate in 
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14 patients. Conservative treatment produced satisfactory results in 25 of their 
patients; one patient who was treated conservatively died from severe uncon- 
trolled bleeding. In the remaining 11 patients surgical treatment was indicated 
by recurrent hemorrhage (8 cases), uncontrolled hemorrhage (1 case) and sus- 
pected carcinoma (2 cases). Four of the 8 patients who had recurrent hemor- 
rhages were treated conservatively either because they refused to undergo an 
operation or were considered poor surgical risks. Of the remaining 7 patients 
who were treated surgically, 2 died postoperatively and 5 recovered without 
recurrence of bleeding. Kunath® reported 3 cases of successfully treated rectal 
bleeding caused by diverticulosis. In 1 case bleeding was controlled by con- 
servative measures; in the other 2 cases diverting colostomies were performed, 
following which bleeding ceased. 


SUMMARY 


A 66-year old woman with hypertensive cardiovascular disease was ad- 
mitted to the hospital because of massive rectal hemorrhage caused by diver- 
ticular disease of the colon. Surgical treatment was successful in controlling the 
hemorrhage after conservative measures had failed. Diverticular disease as a 
cause of rectal bleeding and the association of massive bleeding in patients with 
diverticular disease and coexistent hypertensive and cardiovascular disease are 


recognized with increasing frequency. 
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TREATMENT OF DIARRHEA IN IRRITABLE COLON, INCLUDING 
PRELIMINARY OBSERVATIONS WITH A NEW ANTIDIARRHEAL 
AGENT, DIPHENOXYLATE HYDROCHLORIDE (LOMOTIL) 


ANTHONY M. KASICH, M.D., F.A.C.P. 
New York, N. Y. 


The irritable colon syndrome is a functional disturbance of the colon occur- 
ring in patients under emotional stress or tension’. At least 75 per cent of patients 
with gastrointestinal symptoms suffer from this disorder. While the symptoms 
caused by disordered motility of the bowel—cramps, distention, flatulence, diar- 
rhea or constipation—originate in the colon, the physician must recognize the 
fact that drug therapy alone cannot constitute complete management of the 
irritable colon syndrome, because tension and emotional stress are primary 
etiologic factors. By the same token, however, it is desirable that the patient be 
relieved of his distressing symptoms, such as diarrhea, so that anxiety and stress 
factors are diminished and the patient is less incapacitated in his daily life. 


The purpose of this paper is to discuss the irritable bowel syndrome and 
to report preliminary results in patients with diarrhea due to irritable bowel 
syndro:ne treated with a new antidiarrheal agent. Diphenoxylate hydrochloride 
(Lomotil*) was administered to 35 patients who were diagnosed as having the 
irritable colon syndrome. Our purpose in conducting this study was to deter- 
mine the effectiveness of this new compound in reducing transit time in these 
patients, thereby controlling their diarrhea. 


ETIOLOGY 


Both psychogenic and physiologic factors play important roles in the etiol- 
ogy of the irritable colon syndrome. Excellent studies have been reported by 
Grace* on the relationship of the parasympathetic nervous system to the tone, 
contractility, blood supply, secretions and excretions of the colon. The gastro- 
intestinal tract responds to such stresses as anxiety, fright or resentment not 
only through the autonomic pathways involving the postganglionic nerve end- 
ings of the target organ or through the coordinating centers of the brain, but 
also through pituitary and adrenal activity. The colon responds to these stimuli 
with abnormal motility and irregular contractions causing areas of spasm and 
distention. This interference with coordinated propulsive function of the colon 
causes constipation if propulsion is slowed or diarrhea if propulsion is sped. 


The underlying neurosis or tension from which these patients often suffer 
contributes to the physiologic disturbance of the colon. Many of them are com- 
pulsive eaters and consume excessive quantities of those foods which tend to 


*Lomotil supplied by G. D. Searle & Co. 
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increase their distress—cabbage, spinach, onions, milk, fruit juices and carbon- 
ated drinks. 


SYMPTOMS 


One of the characteristic features of the irritable colon syndrome is the 
extreme lability of the symptom-complex. Patients suffering from this disorder 
often complain of headaches, lassitude, insomnia or backache in addition to 
those symptoms directly attributable to colonic disorder. Relief of one symptom 
is frequently followed by complaints of another. Such complaints may be out- 
ward manifestations of the patients’ inner coniflicts and tensions. 


Abdominal distress, varying from vague discomfort to cramps, is common, 
with spasm or pain occurring soon after meals. The pattern of pain at times is 
constant and may suggest organic disease. When the pain is localized in the 
epigastrium, peptic ulcer may be suggested, while when the pain is in the right 
upper quadrant, gallbladder disease is simulated. Pain in the right lower quad- 
rant often leads to a diagnosis of chronic appendicitis and left lower quadrant 
pain suggests diverticulitis’. These patients often have urgent watery or mushy 
stools. In female patients, menstruation is commonly a particularly difficult 
event, diarrhea being very common at this time. Fatigue, emotional upsets and 
cold drinks often bring on attacks of diarrhea which may be accompanied by a 
considerable amount of mucus. While diarrhea is not as common as constipation, 


it is more distressing and can be more disabling. 


DIAGNOSIS 


Although the patient's history is often suggestive of the condition, a diagnosis 
of irritable colon cannot be made unless organic disease has been excluded by 
appropriate physical, sigmoidoscopic, roentgen and laboratory examinations. 
Despite some reports to the contrary*, a barium enema examination is of the 
greatest importance. The capacity of the colon is much reduced and in many 
cases 15 ounces of barium will fill the colon entirely, in contrast to the average 
38 ounces of barium required to fill the colon of the average normal patient’. 
The enema causes the patient considerable pain and he often has great difficulty 
in retaining it. The haustrations are numerous and deep-cutting and at times 
show many superimposed small, shallow wavelets, giving the bowel a serrated 
appearance®. The distal colon is often smooth, approaching the “band” or “tape” 
form seen in ulcerative colitis. The worm-eaten appearance of the colon char- 
acteristic of ulcerative colitis is, however, absent. 


Since the symptoms of the irritable colon syndrome may mimic many or- 
ganic disorders, it is necessary to weigh these symptoms carefully in differential 
diagnosis. Carcinoma and other tumors, peptic ulcer, hiatus hernia, gallbladder 
disease, ulcerative colitis, regional ileitis and diverticulitis must be excluded. 


Most cases of postcholecystectomy syndrome are probably caused by an irritable 
colon. 
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METHODS AND PROCEDURES 


In this study, 35 patients who were diagnosed as having the irritable colon 
syndrome received diphenoxylate. Of the 35 patients, 17 were female and 18 
were male. The patients ranged in age from 8 to 75 years. Prior to their diphen- 
oxylate therapy, they had been maintained on such therapy as bland diets, 
paregoric, kaopectate, hydrophilic colloids, tincture of opium or belladonna. 


Diarrhea was a serious problem for all of these patients. All patients were 
started on diphenoxylate therapy at a total daily dosage of 15 mg. This initial 
daily dosage was then decreased in 34 of the 35 patients to 5, 10, or 15 mg. 
daily, depending upon the response of the individual patient. The patients were 
then maintained on this reduced dosage for the duration of the study. All pa- 
tients received 5 mg. tablets one, two, three or four times daily, as required. 
Some patients took the medication only when because of unusual stress the 
diarrhea was troublesome. No patient received more than 20 mg. per day or 
less than 5 mg. per day. 


The shortest length of time for which any patient received diphenoxylate 
was 21 days; the longest, 120 days. The mean duration of diphenoxylate therapy 
was 73 days. 


RESULTS 


Twenty-six of the 35 patients (74 per cent) had excellent relief of their 
diarrhea, while the remaining 9 patients (26 per cent) had good results with 
diphenoxylate therapy. A patient was said to have had an excellent result only 
if relief from diarrhea was complete or was better with diphenoxylate than with 
all other drugs employed. A patient was said to have had a good result if relief 
from diarrhea was definite and moderate or if diphenoxylate was only as effica- 
cious as any previous medication administered to the patient. 


No side-effects of any kind were reported. 


CoMMENT 


Drug therapy in the treatment of the irritable colon syndrome is based upon 
the concept that the primary symptoms, particularly the discomfort, cramps and 
diarrhea, are caused by the disordered motility of the bowel. Consequently, 
antispasmodics and, more recently, anticholinergics have been used extensively. 
While these drugs exert an effect upon bowel motility, there is no proof that 
they have any specific effect on the uncoordinated contractions which are 
thought to be the cause of the symptoms. When these drugs are effective, they 
diminish both normal and abnormal contractions to the same degree. The search 
continues for more effective antispasmodics, but little thought is given, appar- 
ently, to the fact that a drug accomplishing a full antispasmodic effect would 
cause a functional paralytic ileus’. 
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The entire question as to the use of drugs in the treatment of the irritable 
colon syndrome is complicated by the fact that, in this condition, psychosomatic 
factors are so important that it is difficult to assess the value of any drug. It is 
obvious, however, that these patients suffer from distressing somatic symptoms 
and require medical relief. Moreover, it is virtually useless to attempt to probe 
into the patient's emotional problems while he is in acute distress*. Stopping 
the patient’s diarrhea is important, even though this is only a part of the total 
treatment. The physician should also help the patient to understand the cause 
and effect relationship of the day-to-day stress factors of his complaints. While 
the average physician has neither the time nor the experience to undertake 
extensive psychotherapy (nor is it frequently necessary ), simple explanation and 
reassurance often produce gratifying results. 


Since diphenoxylate is structurally related to meperidine, a study was con- 
ducted® by Fraser and Isbell to determine the possible addicting potential of the 
drug. As a result of their investigation, these authors concluded that diphen- 
oxylate has an addicting potential comparable to that of codeine. There was no 
evidence of withdrawal symptoms in any of the 35 patients in this study, nor 
would there seem to be any danger whatsoever of addiction in patients receiving 
therapeutic dosages of the drug. As means of discouraging deliberate over- 
dosage, however, diphenoxylate has been combined with subtherapeutic amounts 
of atropine sulfate in a single tablet. 


SUMMARY 


Thirty-five patients with the irritable colon syndrome received a new anti- 
diarrheal agent, diphenoxylate, for periods of from 3 to 17 weeks. Of these 
patients, 26 had excellent results while 9 had good results in relief of diarrhea. 
It must be remembered, however, that psychic as well as physiologic factors are 
involved in the etiology of irritable colon syndrome and that drug therapy with- 
out concomitant psychotherapy in some form is inadequate treatment. 
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BILE ACIDS AND DIOCTYL SODIUM SULFOSUCCINATE 
IN CONSTIPATION AND IRRITABLE COLON 


JOSEPH C. KING, M.D. 
Chicago, 


Because constipation is so frequently encountered in private practice and 
because constipated patients are willing but critical subjects, patients observed 
within the practice of internal medicine offer an excellent source of material for 
evaluating the efficacy of a drug or therapeutic regimen. Long-term close 
physician-patient relationship is best achieved in private practice. Even in this 
era of technological advancement the personal physician is still in a unique 
position to obtain important clinical data regarding the practical therapeutic 
action of drugs and perhaps most important of all, he is the one best qualified 
to determine a drug's “patient satisfaction” rating. 


It is the purpose of this paper to review my experience with a combination 
of bile acids and dioctyl sodium sulfosuccinate as an adjunct in the management 
of private practice patients with problems of constipation and constipation asso- 
ciated with the irritable colon syndrome. 


The therapeutic value of dioctyl sodium sulfosuccinate as a stool softener 
in the correction of constipation has been reported'**. Because of my previous 
favorable experience with dehydrocholic acid as a mild peristaltic stimulant in 
the treatment of chronic functional constipation** I was interested in clinically 
evaluating a preparation of bile acids and dioctyl sodium sulfosuccinate 
(Dechotyl®-Ames) that became available for clinical trial in January, 1959. 
Each tablet contained dehydrocholic acid 200 mg., desoxycholic acid 50 mg. and 
dioctyl sodium sulfosuccinate 50 mg. 


CLINICAL MATERIAL AND METHODS 


Material:—One hundred nineteen patients were selected from my office 
practice of internal medicine—33 males and 86 females. Their ages ranged from 
17 to 94 with an average age of 48. The patients were divided, according to the 
nature of their bowel dysfunction, into four groups. 


Group I:—This group consisted of 75 patients with the major symptom of 
constipation. 


Group II:—This was composed of 20 patients with symptoms of constipation 
and irritable colon. 


Group III:—This group was composed of nine patients with symptoms of 
irritable colon without constipation. Three of these patients actually had re- 
current episodes of diarrhea. 
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Group IV:—This included 15 patients with hemorrhoids but without consti- 
pation or other functional bowel disturbance. In this group it was desired to 
soften the stool and increase the ease of passage. 


The duration of constipation in the 95 patients from groups I and II varied 
from six months to 60 years and the average duration of constipation was 15 
years. 


The patients in groups II and III initially had symptoms of bloating, flatu- 
lence, and abdominal cramping in addition to irregularity of bowel movement 
and abnormality of stool consistency. The nine patients in group III with irrita- 


Fig. la Fig. 1b 


ble colon symptoms were included in this study to permit some evaluation of 
the efficacy and tolerance of bile acids and dioctyl sodium sulfosuccinate in 
patients with functional gastrointestinal disturbances unassociated with consti- 
pation. 

Before receiving Dechotyl all patients were studied carefully. A complete 
history was taken to determine the importance of such factors as daily living 
pattern, diet, heredity, psychogenic disturbances and drugs. Histories were suffi- 
ciently thorough to be utilized as controls for individual patients. In 33 patients, 
constipation was attributable to drugs (antispasmodics and antihypertensives ); 
in 20 patients, to diet (low residue or low calorie) and in nine patients, to a 
combination of diet and drugs (antacids, antispasmodics and ulcer diet). Fifty 
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of the patients had bowel movements only with the aid of various laxatives. 
Three patients had movements only with suppositories and 21 had movements 
only with enemas. 


Physical examination, complete blood count and urinalysis were done on 
each patient, with proctoscopy, stool culture, protein bound iodine, and other 


TABLE I 


REsuLts OF Bice Acips AND DioctyL SopruM SULFOSUCCINATE IN PATIENTS WITH 
ConstTIPATION (Group I) 


Total 
patients Excellent 


Constipation 
(Group I) 


Acute (< 1 year) 
Chronic (> 1 year) 


Ambulatory 
Bedfast 


Associated factors 


Postoperative 


Drug-induced 
Antispasmodics 
Antispasmodics + 

antacids 
Antihypertensives 


Diet-induced 


Diet- and drug-induced 


Fecal impaction 


Biliary dysfunction 9 


Ptosis of colon 


7 


Coronary disease 


| 
| 
| 
20 


Pregnancy 


Hypothyroidism 


36 


2 


i 


tests when indicated. Of the 119 patients, 15 had symptomatic hemorrhoids and 
two were pregnant. Thirty-six patients had laboratory evidence of hypothyroid- 
ism with protein bound iodine levels of 4 meg. per cent or less. 


Forty-six patients had complete gastrointestinal x-ray examinations (includ- 
ing cholecystogram, stomach and small bowel series and barium enema) to rule 
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out organic disease and to determine individual bowel patterns and motility 
prior to administration of Dechotyl. Previous anticonstipant therapy was discon- 
tinued prior to x-ray study so that a control pattern could be established. Three 
patients had previous cholecystectomy and six patients showed gallbladder dys- 
function (poor concentration and poor contraction but no stones). Active duode- 
nal ulcer was present in 10 patients and ptosis of the stomach and colon was 
noted in seven. 


X-ray evidence of irritable spastic colon was observed in 20 patients with 
constipation (group II) and nine patients without constipation (group III). In 
all of these patients there was good clinical correlation with x-ray findings. No 
typical x-ray pattern was observed in patients with irritable colon syndrome. 
There was no evidence of atonic colon, a finding which is in agreement with 
Alvarez®, but also there was no hypermotility as was observed by Jordan in her 
patients’. 


Method:—The general plan of the study was as follows: The patients con- 
tinued all previous medication (for peptic ulcer, hypertension, hypothyroidism, 
etc.) without change except for discontinuing all laxatives, enemas and supposi- 
tories. Dietary habits and fluid intake were unchanged and the only change in 
therapy for functional colon dysfunction during the period of individual study 
was the addition of the bile acids and dioctyl sodium sulfosuccinate. 


Prior to receiving the bile acids and stool softener and following a control 
period of at least one week during which all laxatives and enemas were discon- 
tinued, 38 patients had 24-hour barium meal x-ray studies of the colon. After 
three to 14 weeks of therapy with the bile acids and stool softener, the 24-hour 
barium meal x-ray studies were repeated. While the 24-hour film is unsatisfac- 
tory as a primary colon study, it does have an advantage over the barium enema 
x-ray in that it permits a study and objective comparison of motility of the 
barium and presence or absence of colon spasm prior to and following bowel 


therapy. 


Regimen of therapy:—Initial dosage of the bile acid and dioctyl sodium 
sulfosuccinate preparation was two tablets daily (usually at bedtime). No ad- 
justment of this dosage was necessary in 31 patients. After the initial effect of 
therapy was observed, to achieve the desired clinical results, dosage was in- 
creased in 50 patients and reduced in 38 patients. Seven patients with long 
established constipation required five tablets daily before achieving the desired 
clinical results, and one patient took as many as 12 tablets daily without result. 
The clinical effect of the combined bile acids and diocty] sodium sulfosuccinate 
therapy usually developed rather gradually over two or three days (rarely as 
long as seven days), and occasionally when starting therapy, it was found help- 
ful to increase the daily dosage temporarily. Dosage in these patients was then 
gradually decreased to two or three tablets daily. There was no evidence of 
cumulative effect or habituation to the bile acids and dioctyl sodium sulfo- 
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succinate; however, because of changes in the patient’s diet or living habits, 
occasional adjustments in dosage were required. Thirty-four patients took the 
bile acids and dioctyl sodium sulfosuccinate for over 12 months without having 
to increase dosage. Thirty-six patients were able to stop the medication; how- 
ever, 20 of these patients occasionally resumed therapy for a few days if stools 
became hard or infrequent. Three of these latter patients had not previously 
had a “normal” bowel movement for as long as they could remember. 


Patients were followed for periods of from one month to as long as one 
year. Evaluation of the combined therapy was achieved by questioning the 


Fig. 2a Fig. 2b 


patients at intervals of every one to two weeks. On the basis of relief of symp- 
toms the clinical effectiveness was classified as “excellent”, “fair”, or “poor”. 


RESULTS 


Group I:—The results of bile acids and dioctyl sodium sulfosuccinate in the 
treatment of 75 patients with constipation are summarized in Table I. Sixty- 
seven (89 per cent) of the 75 patients receiving the combined therapy obtained 
excellent results with both subjective and objective improvement in bowel func- 
tion. Frequency, consistency and ease of bowel movements were described by 
these patients as being nearly ideal. The six patients with fair results reported 
that while symptoms were partially relieved, they did not feel that the combi- 
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nation of bile acids and dioctyl sodium sulfosuccinate was any better than previ- 
ously utilized laxative measures. The two patients with poor results had long 
histories of chronic constipation. One of these patients took as many as 12 of 
the bile acids and dioctyl sodium sulfosuccinate tablets daily without results. 


Eleven of the patients in this group had previously received dehydrocholic 
acid tablets for treatment of constipation. When changed over to the bile acids 
and dioctyl sodium sulfosuccinate combination, nine patients reported that the 
number of tablets required was reduced by one-third to one-half, suggesting 
that the dioctyl sodium sulfosuccinate supplemented or potentiated the action 
of the bile acids. Two of the 11 patients, however, reported better results with 
dehydrocholic acid alone. 


TABLE Il 


Resutts or Bite Aciwws AND Dioctyt SopruM SULFOSUCCINATE 
PATIENTS WITH CONSTIPATION AND IRRITABLE COLON (Group II) 
PATIENTS WITH IRRITABLE COLON (Group III) 
PATIENTS witH HEMORRHOIDS (Group IV) 


Total | 
patients Excellent | Fair | Poor 
Constipation and | | | 
irritable colon 20 17 2 1 
(Group II) 
Irritable colon alone | 
(Group IIT) 6 4 2 
Irritable colon with 
diarrhea 3 3 
(Group IIT) 
Hemorrhoids 
(Group IV) 15 13 1 1 


That there were 36 patients with constipation and clinical hypothyroidism 
with low levels of protein bound iodine provides additional support to earlier 
reports that constipation and hypothyroidism frequently occur together. Consti- — 
pation in these 36 patients had not been corrected by thyroid extract alone but 
was relieved by the addition of bile acids and dioctyl sodium sulfosuccinate. 


Twenty patients with coronary vascular disease complicated by chronic 
constipation had excellent results with the bile acids and dioctyl sodium sulfo- 
succinate combination, thus avoiding the hazards arising from straining during 
defecation. 


Group II:—The results of bile acids and dioctyl sodium sulfosuccinate in 
the treatment of 20 patients with constipation and associated symptoms of 
irritable colon are summarized in Table II. Seventeen (85 per cent) of the 20 
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patients obtained excellent results with bile acids and dioctyl sodium sulfo- 
succinate alone or in addition to previously ineffective antispasmodic medication 
and bland diet. The bile acids and stool softener therapy was given primarily 
for the relief of constipation, however, in 17 patients of this group the combined 
therapy was also helpful in relieving abdominal cramping, bloating and flatu- 
lence. Two patients in this group because of increased cramping had only fair 
results and one patient developed diarrhea. 


Excellent results with bile therapy in the treatment of constipation and the 
irritable colon syndrome have previously been reported by Shallenberger and 
Kerr*. 


Group III:—The results of bile acids and stool softener in the treatment of 
nine patients with irritable colon are summarized in Table II. Seven (78 per 
cent) of the nine patients in this group reported excellent results with the 


4 


Fig. 3a Fig. 3b Fig. 3c 


combined therapy. Four of these patients who had neither constipation nor 
diarrhea obtained complete relief of abdominal distress, bloating and flatulence, 
and the three other patients who had actual diarrhea due to irritability of the 
colon (up to three or four loose movements daily) had unexpected results in 
that diarrhea was controlled and symptoms of gaseous indigestion and abdom- 
inal distress were relieved. Two patients with the irritable colon syndrome re- 
ported only partial relief of symptoms. 


Group IV:—The results of bile acids and dioctyl sodium sulfosuccinate in 
the treatment of 15 patients with hemorrhoids are summarized in Table II. 
These 15 paticats had signs of bleeding and/or protruding hemorrhoids. While 
each patient had a daily bowel movement, straining or trauma aggravated the 
hemorrhoids. Treatment consisted of frequent sitz baths plus local therapy and 
the addition of the bile acids and dioctyl sodium sulfosuccinate to soften the 
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stool and increase the ease of bowel movement. Thirteen (87 per cent) of the 
15 patients had excellent results, one patient had only partial improvement, and 
one patient developed intestinal cramping necessitating discontinuation of the 
bile acids and dioctyl sodium sulfosuccinate. 


Results of 24-hour barium meal x-ray studies:—-Twenty-four-hour barium 
meal x-ray studies were done in 38 patients, before and during therapy with 
bile acids and dioctyl sodium sulfosuccinate. For the most part there was good 
correlation between clinical improvement in bowel function and x-ray evidences 
of improved bowel motility, decreased volume of barium remaining in the colon 
and rectum, and decreased bowel spasm. Twenty-five of the patients x-rayed 
were from group I, ten patients from group II, and three patients from group III. 


Figure 1 shows typical x-ray changes before and during therapy. The pa- 
tient was a 51-year old man who had a bowel movement only every six to eight 
days (la). X-rays were repeated after six weeks of treatment (1b), when he 
was having daily bowel movements with two tablets daily. 


Figure 2 shows a similar marked decrease in 24-hour barium volume in a 
56-year old man who had no bowel movements without laxatives or enemas, 
but with two tablets daily for two weeks had daily movements of normal con- 
sistency. 


Progress in a 29-year old female who had no bowel movements without 
medication or enemas is shown in Figure 3. Figure 3a is a control film. After 
treatment with two tablets daily for one month, there was no improvement (3b). 
With three tablets daily she had regular movements with ease, the clinical im- 
provement agreeing with the x-ray results (3c) one month later. 


Side-effects:—Side-effects from the bile acids and dioctyl sodium sulfo- 
succinate were mild and infrequent, occurring in only five of the 119 patients 
(4.2 per cent). Three patients developed abdominal cramping and two other 
patients developed diarrhea, however, only two of these patients (one because 
of intestinal cramping and one because of diarrhea) were forced to discontinue 
therapy. Side-effects in the other three patients were mild and transient and the 
desired clinical effect was achieved with continuation of therapy. There was no 
evidence of toxicity or disturbance of nutrition, and there were no reports of 
increased flatulence or anal leakage. No “rebound” constipation with over- 
emptying of the colon occurred during therapy or at the time of stopping 
medication. 


COMMENT 


Although the concept of combining bile acids and dioctyl sodium sulfo- 
succinate for the treatment of constipation is relatively new, the use of bile 
acids and dioctyl sodium sulfosuccinate separately in the management of consti- 
pation has been established previously. 
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Bile salts and bile acids long have been used in the treatment of constipa- 
tion. The writings of the ancients contain numerous references to bile; the 
earliest known reference is in an Egyptian sacerdotal papyrus written about 
1300 B.C. where it is advised for use in enemas. It has long been known that 
bile has the particular characteristic of stimulating gut activity. Bile and bile 
acids acting through their natural channel, the intestinal mucosa, have a tempo- 
rary local stimulating effect on the motility of the small intestine. Bile is appar- 
ently necessary in the intestinal tract for normal bowel movement’, and a number 
of investigators have referred to bile and bile acids as “physiological stimulants” 
or “normal laxatives” for the intestinal tract'®"*. 


Since its introduction to medicine in 1924, dehydrocholic acid (Decholin®- 
Ames) has been used primarily as a hydrocholeretic in the treatment of various 
biliary tract disorders. In addition, however, a number of physicians have re- 
ported the usefulness of dehydrocholic acid as a mild intestinal peristaltic 
stimulant in the treatment of constipation**.’”. 


Desoxycholic acid is one of the natural bile acids and has a choleretic action 
thereby increasing the excretion of bile. In addition to stimulating intestinal 
peristalsis, desoxycholic acid promotes a more effective action of lipase by the 
emulsification of fats thus aiding the absorption of fatty acids and fat-soluble 
vitamins. The promotion of lipolytic action is important, as unsplit fats are re- 
ported to inhibit small bowel motility and contribute to constipation’®.”*. 


Dioctyl sodium sulfosuccinate is a synthetic detergent or wetting agent 
which lowers surface tension and enhances the penetration of fluids (water and 
lipids) into the feces thus softening and mixing the intestinal contents. Dioctyl 
sodium sulfosuccinate is neither absorbed nor altered chemically in the intestinal 
tract. Extensive pharmacologic and clinical studies indicate that it can be used 
orally in large doses over long periods of time without danger of toxicity or 
decreasing effectiveness. Large doses do not produce diarrhea? 


The combination of bile acids and dioctyl sodium sulfosuccinate was found 
in this study of 119 patients with functional bowel disturbances to produce both 
subjective and objective relief of symptoms. The combination therapy gave 
excellent results in 84 of 95 patients with constipation that had previously re- 
sponded temporarily or unsatisfactorily to various other forms of treatment. 
Sixteen of the patients responding to bile acids and dioctyl sodium sulfosuccinate 
had a history of having had no spontaneous bowel movement for as long as 60 
years without enemas or suppositories. Thirty-six of the 95 patients with consti- 
pation achieved essentially normal bowel function and were able either to stop 
therapy completely or to use it only periodically. Most patients reported that 
the combination therapy gave them a normal comfortable bowel movement 
without abdominal cramping, flatulence or diarrhea. Most significant is the fact 
that bile acids and dioctyl sodium sulfosuccinate were successfully used in the 
treatment of 17 of 20 patients having constipation associated with the irritable 
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colon syndrome. Unlike other laxative preparations the bile acids and dioctyl 
sodium sulfosuccinate appeared to be well tolerated by the irritable colon. 


Two pregnant patients with constipation obtained excellent results with 
this combination therapy. Bile acids and dioctyl sodium sulfosuccinate would 
seem to be a particularly logical combination for the treatment of constipation 
of pregnancy. Biliary stasis and hypercholesterolemia occur during the latter 
months of pregnancy and may be important to the probable correlation that 
exists between pregnancy and gallstone formation. Dehydrocholic acid is one 
of the most potent hydrocholeretics available and is helpful in relieving biliary 
stasis. Bile acids and dioctyl sodium sulfosuccinate have no effect on milk secre- 
tion or composition. Dehydrocholic acid and desoxycholic acid are excreted by 
the liver either unchanged or as taurine and glycine conjugates with the bile 
while dioctyl sodium sulfosuccinate is not absorbed from the bowel and does 
not appear in the body secretions. On the other hand, emodin cathartics such 
as cascara segrada, senna, rhubarb, and aloe are partially secreted in the mother’s 
milk, and during lactation, they may appear in the milk in sufficient amount to 
affect a nursing infant'*. Bile acids and dioctyl sodium sulfosuccinate should be 
studied further in treatment of constipation of pregnancy. 


SUMMARY AND CONCLUSION 


In this study of 119 patients having either constipation, constipation associ- 
ated with the irritable colon syndrome, irritable colon alone or hemorrhoids, it 
was found that a preparation of bile acids and dioctyl sodium sulfosuccinate 
gave results that were excellent or good in 104 patients (87.4 per cent), fair in 
1] patients (9.2 per cent), and poor in four patients (3.4 per cent). 


This combination therapy usually provided mild peristaltic stimulation and 
fecal softening. No toxicity was observed. Cramping and/or diarrhea in four 
patients (3.4 per cent) were the only side-effects noted, and only two of these 
patients had to discontinue the bile acids and dioctyl sodium sulfosuccinate 
because of side-effects. 


While ultimate correction of constipation requires continued emphasis by 
the physician on the regulation of diet, fluid intake, regular hours of rest and 
exercise, and re-training of the bowel habits by going to stool regularly, this 
study has shown that combined therapy of bile acids and dioctyl sodium sulfo- 
succinate is a helpful adjunct to the constipation re-education program. 
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EDITORIAL 


DOWNGRADING GASTROENTEROLOGY 


On 15 June 1960 Kirsner' delivered an address at the annual meeting of the 
American Medical Association on “Specialization and Gastroenterology”. He said 
in part that gatroenterology was uniquely endowed with many of the qualities 
of a comprehensive medical specialty. It offers unparalleled opportunity for 
clinical activity and for significant research. In gastroenterology the science and 
art of medicine are indivisibly combined. Gastroenterologic diseases encompass 
many problems of internal medicine and important aspects of surgery. He ably 
presented the historic opposition to specialization and defended the need for 
such an important specialty as gastroenterology. 


A very excellent statement was prepared by the Committee on Education 
and Training of the American Gastroenterological Association. This was ap- 
proved by the Governing Board of that Association, the Subspecialty Board of 
Gastroenterology and the parent American Board of Internal Medicine. It was 
sent to many of us on 8 April 1960 and was published in Gastroenterology in 
August 1960’. It indicates very clearly and correctly that in the extremely broad 
and complex field of gastroenterology, programs for graduate teaching and 
training must provide comprehensive experience in many of its important sub- 
areas. The latter include the study and treatment of in- and outpatients with all 
types of gastrointestinal disorders, training in the basic sciences, special labora- 
tory and endoscopic procedures, gastrointestinal radiology, surgical aspects of 
gastroenterology and original research in gastroenterology. 


Despite the importance of gastroenterology as a subspecialty in medicine, 
and the constant need to improve the training program for residents and Fellows 
in this field, events have recently taken place which to my mind adversely affect 
the future of our specialty. In a letter dated 3 October 1960, sent by the Council 
on Medical Education and Hospitals to various institutions, and in the Journal 
of the American Medical Association of 8 October 1960° there appear the follow- 
ing comments: “At the request of the American Board of Internal Medicine, the 
Council on Medical Education and Hospitals has agreed to discontinue approv- 
ing residency training programs in the four subspecialties of internal medicine. 
The lists of approved programs in the medical specialties of allergy, cardio- 
vascular diseases, gastroenterology and pulmonary diseases carry the captions 
that the programs listed are approved only until 30 June 1961. They will not be 
listed in future directories. New applications for approval of residency training 
programs in the subspecialties will no longer be accepted. The Board considers 
that candidates for subspecialty training are sufficiently mature to select their 
own type and locations for such training, and expects that candidates and insti- 
tutions can plan the kinds of programs needed after study of the requirements 
for qualification published elsewhere. Further advice regarding subspecialty 


61 


een | 
: 
4 
3 
Age : : 
| 


62 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


training must be secured by correspondence with the Secretary of the American 
Board of Internal Medicine. In the ‘Essentials of Approved Residencies’ the sec- 
tions on internal medicine will be revised at a subsequent date to remove any 
reference to separate residency in the subspecialties of allergy, cardiovascular 
diseases, gastroenterology and pulmonary diseases, other than as portions of 
residency programs in internal medicine. The Subspecialty Boards, however, 
are not discontinuing certification in these subspecialties. Requirements for sub- 
specialty certification will be found published in detail in the appropriate section 
of this issue”. I carefully scrutinized the Journal but could not find this appro- 
priate section. In its place, on page 569, there appears the following comment! 
“Because of space restrictions the sections on Essentials of Approved Residencies 
for Certification of the American Specialty Boards were omitted. These sections 
will appear in bound volumes which are available upon request”. As was noted 
above, however, the revision of these volumes will remove any reference to 
separate residency training in gastroenterology. 


It is apparent that for the present the American Board of Internal Medicine 
intends to downgrade, but not eliminate training programs in gastroenterology. 
If this is not the reason then why did the Board request discontinuation of 
approval and listing of residency training programs? It is unrealistic to make 
the statement that candidates for subspecialty training are sufficiently mature 
to select their own types and locations for such training. Are not all young 
physicians seeking residencies in any field mature? Is the candidate who seeks a 
residency in Internal Medicine so immature that for him programs must be 
approved and listed? Who but men of standing such as those of the Committee 
on Education and Training of the American Gastroenterological Association, 
which recommended the features of adequate postgraduate training in gastro- 
enterology, can decide which hospital training programs should be approved? 
Why should not such men guide our prospective applicants for training in 
gastroenterology, rather than leave it to the judgment of the applicant who 
would find it extremely difficult to find out for himself? And if such prominent 
educators approve a program, why should it not be listed in appropriate direc- 
tories for the information of applicants? Are we justified in encouraging a young 
physician to spend a year or more in an institution where he feels that the 
training program is adequate, only for him to learn to his sorrow later, when 
he applies for admission to the examinations for certification in gastroenterology, 
that the Subspecialty Board does not approve of his supposedly mature selection 
and finds him ineligible for the examination? 


Some short-sighted and narrow-minded internists who have always been 
hostile to subspecialties in medicine, have interpreted the new regulations to 
mean that the American Board of Internal Medicine desires to eliminate train- 
ing programs and residencies in gastroenterology. They have seized upon: some 
of the ambiguous phraseology of the directives to justify their interpretation. 
I must confess that the language of the statements made is sometimes difficult 


| 
if 
3 
4 
q 
3 
4 
i 
4 
7 


EDITORIAL 63 


to understand. Witness, for example, the following exchange of telegrams be- 
tween a hospital and the Council on Medical Education and Hospitals: 


Hospital to Council:—“In view of your letter of 3 October will you answer 
this question. Can a hospital have an approved residency with a resident in 
gastroenterology after 1 July 1961?” 


Council to Hospital:—“Approval of residencies in gastroenterology will cease 
as of 1 July 1961. If resident remains at hospital he should contact American 
Board of Internal Medicine concerning credit.” 


I have discussed this problem with a number of physicians who have for 
many years conducted approved residency training programs in gastroenterol- 
ogy. Although a rather intensive training program has been established by all 
of us for the resident in gastroenterology, our staffs are integral parts of the 
departments of medicine and we actively participate in the teaching of this 
specialty to the interns and residents in internal medicine. All of us feel that a 
program of subspecialty training in gastroenterology must be based upon a 
broad knowledge of the general field of internal medicine. We agree with the 
recommendation of the committee of the American Gastroenterological Associa- 
tion that an optimal foundation for graduate training in gastroenterology would 
include, beyond a one year internship, two years of residency in general internal 
medicine. 


_ The Committee on Education and Training, in their report previously men- 
tioned states that any good and comprehensive training program will almost 
certainly contain the ingredients requisite for eventual certification by the Sub- 
specialty Board in Gastroenterology. We all agree. We should therefore urge 
the American Board of Internal Medicine to rescind its new policy. If this is 
not done then our own regulating body should continue to approve training 
programs, and list such approved programs in appropriate directories and jour- 
nals of gastroenterology, for the guidance of applicants for Residencies or 
Fellowships in Gastroenterology. 
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P. resident's Message 


REGIONAL MEETINGS 


It is not always possible for all of the 
membership to attend each Annual session of 
the College and so the idea of holding Re- 
gional Meetings in various parts of the coun- 
try was initiated. After a lapse of three years, 
we will again have Regional Meetings in 
Continental United States, so that more of 
our members will have the opportunity of attending sessions, meeting 
their colleagues, augmenting their medical knowledge and, in general, 
participating more actively in the programs of the College. 


Last month, in my message, I announced that we hoped to have 
four Regional Meetings during 1961. I am most gratified by the enthusi- 
astic reception this plan was accorded on the part of the Governors and 
those others in the areas in which these meetings were to be held. We 
now have preliminary plans started for the following meetings: 


Western Regional Meeting—San Francisco, Calif., Sunday, 5 March 
1961. 


Southern Regional Meeting—Houston, Texas, Sunday, 19 March 
1961. 


Central Regional Meeting—Milwaukee, Wisc., Sunday, 16 April 
1961. 


Eastern Regional Meeting—New York, N. Y., date to be announced. 


Detailed information concerning the program, time and exact place 
of each meeting, will be sent to the membership in the various sections 
of the country. If you wish to present a paper on the program of one of 
these meetings, contact the Governor for your state or district or, write 
directly to the Executive Director at the Headquarters Office. 


Whether you are on the program or not, plan to attend the Regional 
Meeting in your area. I am confident that you will gain much by doing 
so. 
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ABSTRACTS FOR GASTROENTEROLOGISTS 


ABSTRACT STAFF 
Josern R. Van Dyne, Chairman 


BERNARD FARFEL 
BERNARD J. FICARRA 
NorMAaNn FREUND 


ESOPHAGUS 


ESOPHAGITIS: Michael W. Shutkin. Wisconsin M. J. 58:219 (Apr.), 1959. 


Dr. Shutkin divides esophagitis into 3 
main varieties: 1. Acute esophagitis. The 
etiologic factors are chemical, thermal, me- 
chanical and infectious agents. The symp- 
toms may include severe substernal pain 
radiating to the neck, arms or scapulae with 
— In the corrosive poison type, 
eventually the formation of an elongated 
stricture is characteristic. 2. Subacute recur- 
rent esophagitis. This type is sometimes 
more tT called peptic reflux esoph- 
agitis. The etiologic factors are intubation, 
surgical procedures on the esophagus, vom- 
iting (especially if associated with duodenal 


ulceration, with short agate. The etio- 


In 

ic esophagitis), reflux of gastric juice, 
—- reflux is believed to be the etiologic 
actor although there are some factors 
against this. For example, achlorhydria is 
sometimes present. 


Samuet L. IMMERMAN 


BLEEDING ESOPHAGCAL VARICES: Robert J. Freeark, John Tobin, Jr. and Donald 
D. Kozoll. Illinois M. J. 116:150 (Sept.), 1959. 


This is a seminar of bleeding from h- 
ageal varices developed at Cook Dou 

ospital. It is primarily a discussion of the 
use of the Sen -Blakemore tube in 
the control of hemorrhage. 

In the series of cases under discussion, 
this tube was used in 30 patients. Five of 
these patients were found to have bl 
ulcer rather than varices and were exclud 
therefore from the remainder of the discus- 
sion. Fifteen of the 25 cases of bl 
varices died within 96 hours of the onset. 


Of the remaining ten, four died within 
days. Of the remaining six, three had 
cessful portacaval shunts and three 
surgery and were lost to follow-up. 
The authors give a very detailed 
for the use of this tube and point out 
it is strictly an emergency treatment 
not definitive therapy but can be a 
chase of time in which to prepare 
tient for more definitive 
Paut LEDBETTER 
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ie ulcer), and sliding hiatus hernia. 3. Chronic ae 
a4 esophagitis. In this group are included enti- 
ties entitled esophagogastric and marginal ei 
; 
~ operations upon the esophagus and cardio- 
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STOMACH 


DUODENAL ULCER: THE PRESENT STATUS OF DEFINITIVE SURGERY: THE 
SELECTION AND MANAGEMENT OF PATIENTS UNDERGOING OPERATION: 
John R. Brooks and Francis D. Moore. New England J. Med. 260:1069 (21 May), 


1959. 


This is part of a continued series under 
Medical Progress. The discussion is concise, 
their needs for definitive surgery and 
prospects for good results. Patients not re- 
quiring definitive ulcer surgery are dis- 


as to age, sex, symptoms, and clini- 
cal situations. Patients omc definitive 
good results are 


surgery with 

discussed as to build, age, secretory poten- 
tials, obstructive sym: ig per- 
foration, and tech difficulty. The prin- 


es of management of massive hemor- 

Patients requiring surgery, but not toler- 
ating it well, patients with 
surgery, with recurrence or com tions 
are discussed. The association of with 
endocrine disturbances is noted. The values 
of acid and pepsin secretion in various 
situations is discussed. The article is to be 
concluded in a future issue. 


BerNnarp FARFEL 


DUODENAL ULCER: THE PRESENT STATUS OF DEFINITIVE SURGERY; THE 
SELECTION AND MANAGEMENT OF PATIENTS UNDERGOING OPERATION: 
John R. Brooks and Francis D. Moore. New England J. Med. 260:1124 (28 May), 


1959. 


The authors suggest in the uncompli- 
cated case that ear. tive manage- 
ment would not such things “a 
antibiotics, blood transfusions, and would 
— nasogastric — the first 
night postoperatively, the tu re- 
moved the following morning. It rope 
ered by them in good taste to use cath- 
eter omy for suction in patients 
who do not tolerate nasopharyngeal intuba- 
tion without undue distress. So far as diet 
and maintenance of weight are concerned, 
they anticipate some loss in weight for 
several days oe operation and post- 
operative fluid-electrolyte care is given to 
suit the need in each individual case. They 
see no necessity in abolishing the normal 
catabolic losses by the use of high intra- 
venous intake in the immediate postopera- 
tive period. They do, however, give special 
attention to any patient in whom there is 
any broncho- drainage for the 
swallowing of any toxic or infectious sub- 
stances may be deleterious to the post- 
operative result. 

Peritonitis which was formerly one of the 
common causes of death after subtotal gas- 
trectomy remains one of the immediate 
postoperative hazards. In almost all in- 
stances death is due to a duodenal leak 
which has as its basis insufficient circula- 
tion in the operated duodenum. It may 


likewise stem from excessive dissection 
around an inflamed area or the unnecessary 
compulsion to dissect out the ulcer and re- 
move it. To anticipate or foresee the - 
bility of a poorly vascularized duodenal 
closure is to prevent this complication. 
Should the surgeon find at the 
point of no return and is unable to close 
the duodenal stump, intubation of the 
stum be felt that the 
du stump presents test 
lem in the bleeder. 
leakage has been r if it occurs, 
the treatment is to at once institute some 
drainage to minimize enzymatic skin diges- 
tion, and fortunately most of the duodenal 
fistulas after a Billroth II gastrectomy will 
close spontaneously and entation may 
Pp’ concurrently. Major tion is 
rarely needed, The challenge in cases 
is to manage the electrolyte losses ade- 
iven ly in very e doses with peni- 
and being the drugs of 
choice initially. 
In cases of tive pancreatitis 
which usually results excessive dissec- 
tion around the pancreas or accidental liga- 
tion of the duct of Santorini management 
is conservative with antibiotics, , col- 
loids, and parasympathetic blocking agents. 
Gastric intubation is a vital part of the 
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In the not too rarely stomal 
delayed cases, one maybe forced tem 
a jejunostomy for restoration 
tube loses and for feeding 
til opening of the stomach occurs. It is 
ted out that if vagotomy has been done 
likelihood of this complication is great- 
ly increased. It is suggested that in the 


andl of foods 


which bother the patient are usually suffi- 
cient to relieve the so-called syn- 
drome which is not always due to the same 
causes. Certainly it is not more common in 

of the various sor aie the 
B I or II operations frequently em- 
ployed. Loss of a in the patient after 
gece is probably most frequently 

to inadequate intake. 

L. K. BEAsLer 


CHRONIC MYELOGENOUS LEUKEMIA WITH GASTRIC INFILTRATION: John A. 
Cavins, Hugh S. Levin and H. James Day. New England J. Med. 260:1111 (28 May), 


1959. 


At ation the lesion a ed grossly 


copy, the treatment may be either medical 
d on the bias of the surgeon. If 


indicated. 
ulcer and dilatation of a not-too-far ad- 
vanced stricture is often successful. Some 


the extreme rarity of its occurrence. A com- 
prehensive review of the statistical data at 
present available would suggest that infil- 
tration of the stomach due to myelogenous 
leukemia occurs about 10 per cent as fre- 
quently as does infiltration in cases suffer- 
ing with lymphosarcoma, reticulum-cell 
sarcoma, or lymphatic leukemia. 

The most important thing about report- 
ing this single case is that surgical inter- 
vention made possible the removal of the 
chief complaints of the patient. 


L. K. Beastzy 


gitis in which neither hernia nor duodenal 
ulcer are present, a standard subtotal gas- 
trectomy is advocated to eliminate the acid 
peptic factor. In some cases, after this op- 
eration, a few dilatations will relieve a 


esophagitis, resection of the lower part of 
gus is required, although this 
has the disadvantage of possibly destroying 
the protection of esophagogastric junc- 
tion. Various types of operation can be per- 
formed. Hawthorne prefers esopha 

trostomy with _— ; he states 


SamurL L. ImMMERMAN 


3 
fect on produced by hydro- 
tomy is indicated. 
Phe This article reports a case of chronic S 
tion in which ting symptoms 
om were those of disease fimited to the gastro- a 
os intestinal tract. The patient reported a feel- a 
ing of fullness in the after 
St meals which after several weeks changed to | 
pe» a frank burning epigastric discomfort. : 
eee was not until microscopic sections were 
ie studied that the true nature of the tumor 

became apparent. 
This case has been reported because of 
ig HIATAL HERNIA, REFLUX ESOPHAGITIS, AND THE ULCER DIATHESIS: * 
ae Herbert R. Hawthorne. Pennsylvania M. J. 62:695 (May), 1959. = 
a. If the diagnosis has been made by symp- Was 
toms, x-ray examination and esophagos- 
stricture. Hawthorne discusses other types 
a of surgical treatment. In advanced stages of he 
ae e is no response to medical treatment, Ue 
stenosis are present, surgical treatment is 
os surgeons feel that a hernia of fair size wis 
i should be repaired even if there is no = better methods of dealing with this cs 
20 If is a the problem. In a hiatal hernia in a 
ce ic approach is the most satisfactory; if a poor patient, only an occasional good : 
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THE EVALUATION OF EMERGENCY GASTRECTOMY FOR HEMORRHAGE 
FROM THE UPPER GASTROINTESTINAL TRACT: J. R. Bingham. Canad. M.A.J 


80:704 (1 May), 1959. 


The author considered that a patient un- 
der 45 years of age with massive hemor- 
thage or of any age with hemorrhage in- 

cient to produce shock was in essence 
a good risk patient and was treated con- 
servatively. 

Patients over the age of 45 with 
massive hemorrhage were considered poor 
risk patients and were treated conserva- 
tively unless the bleeding either: a) did 
not stop within 48 hours or, b) recurred 
after once stopping. In either of the latter 
events emergency gastrectomy was carried 


out. 
The author feels that in the absence of 


demonstrable lesions on no touch —- 
ograms, em gastrectomy is not 
cated. He pa © the fact. that in his 
series 139 patients were in this group and 
none of these conservatively treated patients 
Death rate oo reduced from 11.7 per 
cent for the patients treated 
to 4.7 per patients treated 
conservativ emerg astrecto- 
my in selected to this 
criteria. Six hundred and ninety-two 
tients bleeding from beriign peptic 
Guznn S. Rost 


PROLONGED TREATMENT OF PEPTIC ULCER WITH HOMATROPINE METHYL- 
BROMIDE: A STUDY OF 58 PATIENTS UNDER CONTINUOUS THERAPY FOR 
PERIODS UP TO ONE YEAR: C. James Walton, David Cayer and M. Frank Sohmer. 


North Carolina M. J. 20:181 (May), 1959. 


During the period of therapy 25.9 per 
cent of patients were asymptomatic and an 


PARTIAL GAS 
5130:1133 (2 May), 1959. 


The surgical technic void is clearly de- 
gramatic wings. It consists in 
mobilization of a tube feted from the 
gastric fundus which is anastomosed to the 
jejunum at the ligament of Treitz after 
minimum 75 per cent resection of the 
stomach. The disadvantages inherent in 
both retrocolic and antecolic anastomoses 
are avoided by elimination of the afferent 
gs loop. It also avoids the obstructing 

apt to occur at the upper end of the 
anastomosis, which by necessity is placed 


TTRECTOMY AND PEPTIC 


low, only five to 


mtinue medication 
ant reactions. 


IMMEDIATE POSTOPERATIVE COMPLICATIONS OF PARTIAL GASTRECTOMY: 
J. C. Grant. J. Internat. Coll. Surgeons 31:529 (May), 1959. 


An analytical a’ to lower a 2.1 per 
cent mortality in 240 consecutive partial 


this author. 


4 
: Fifty-eight patients with chronic recur- equal number were unchanged or worse. a, 
ring peptic ulcers were treated for periods In 74.1 per cent the results were classified eo: 
varying from 1-12 months with homatro- clinically as fair to excellent. ca: 

; pine methylbromide (Malcotran) repeat The incidence of side-effects was com- a 
4 action tablets. A six-feeding bland diet and ae 
antacids were also given. a % 
at least 3 inches superior to the origin of | 
the jejunum. In the antecolic anastomosis ee 
: two serious effects are avoided by elimi- ae 
3 — the adhesions apt to occur in coils oe 
: of efferent um in the region of the rays 
‘ leen and avoiding the possibility of pe 
cbstruction creating a gastrojejunal sling 
in front of the other viscera. bape. 
The original article is highly recom- Boe 

mended for clarity and presentation of a ee 

method of gastric resection for avoiding ee 
Joszern E. WALTHER 
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Hemorrhage, anastomosis leakage, 
monary complications including oc 
lous bronchopneumonia, vasovagal response, 
and intestinal obstruction were the most 
plication 
A narrative ysis com: 
is presented and a plea for early recogni- 
tion of them is made. 
Faulty suture technic and ischemic necro- 


sis at the suture line are assigned as some 
of the causes of leakage. 

Pulmonary tuberculosis was noted in 4.2 
cent as a operative complication. 
One death followed atropine and prostig- 
mine administration and another resulted 
from intestinal obstruction in a patient with 

a reversed rotation of the intestine. 
Guenn S. Rost 


PEPTIC ULCER—A CHEMICAL IMBALANCE: Ejnar Jarlov, Erik Friis, Jacob M. 
Leavitt, Charles R. Dugan, Vojslav I. Mitrovic, Norman A. Samuels and Joseph H. 
Tuchman. Am. J. Proct. 10:198 (June), 1959. 


This is a report of the use of the nutri- 
tional wafer ‘Exul’ in the treatment of pep- 
tic ulcer. Exul is a combination of fat- 
soluble and water-soluble extracts of calf’s 
brain, together with dried milk solids, iron 
and Vitamin B-complex. The authors be- 
lieve that peptic ulcer results from a — 
fic nutritional deficiency, and that 
remedies this deficiency because it contains 
an ulcer-protective factor. Exul was used 
in the treatment of 141 cases of peptic 
ulcer without any other medication and 


without restrictions of diet, alcohol or to- 
bacco, Those cases ding to Exul 
usually had immediate and complete symp- 
tomatic relief, while those cases not re- 
sponding were failures from the start. The 
authors conclude that the nutritional wafer 
‘Exul’ is as good as conventional 

of cases, and that it one 


INTESTINES 


CARCINOMA OF COLON AND RECTUM: Robert O. Gregg, Bruce E. Chamberlain 
and Arthur A. Vercillo. J.A.M.A. 170:143 (9 May), 1959. 


In a review of results obtained in the 
treatment of 623 patients with carcinoma of 
the colon the au report the following 
observations: 

There was a lower incidence of anemia 
than is usually reported. 

Carcinoma arising below the peritoneal 
reflection is very low. 

Age of patient is a most important factor 
in five-year survival. Younger people have a 
greater number of five-year cures. 

Acute obstruction is the most common 
complication of cancer most likely to end 
fatally. There was a 22 per cent mortality 
among patients admitted with this compli-~ 


cation, while only 3.7 per cent tive 
mortality in patients who 


ed surgery. 

Peritonitis developed in 8 per cent of 
cases in spite of antibiotic treatment. 

Anterior resection is procedure of choice 
for lesions arising from 10 to 15 cm. from 
the anal verge. 

There is relatively little difference in sur- 
vival rate according to the site except that 
a poor prognosis is evident for patients in 
whom aa is involvement of the extra- 
peritoneal portion of the rectum. 

Local fixation of a lesion to a locally re- 
not necess. a si 

Nodal 
except in rectal cancer. 

A. J. Brenner 


POSTVAGOTOMY DIARRHEA: ITS CAUSE AND PREVENTION: Harold Burge and 
Peter A. Clark. Brit. M. J. 5130:1142 (2 May), 1959. 


A review of many different series of pa- 
tients who have undergone vagotomy dem- 
onstrate almost uniform incidents of post- 


e diarrhea in 30 per cent. Most 
authors have believed the diarrhea to result 


from infection consequent upon gastric 


: 

: 
4 
peptic ulcer. 
; 

ARNOLD STANTON 
Sr. 
| 

é 
: 


'wenty-five consecutive 
given in an- 
terior vagus was 
rior vagus intact. There was no occurrence 


of bowel abnormality in these patients com- 
pared to 40 per cent of patients who devel- 


THE MALABSORPTION SYNDROME AND DIARRHEA: A PANEL DISCUSSION: 
INTRODUCTION: David J. Sandweiss; PATHOGENESIS OF PRIMARY MAL- 
ABSORPTION SYNDROME: David Adlersberg; ABSORPTION TESTS IN THE 
DIAGNOSIS OF INTESTINAL MALABSORPTION: Arthur B. French; THE 
ROENTGEN FINDINGS IN THE MALABSORPTION SYNDROME: Richard H. 
Marshak; PRIMARY MALABSORPTION: Henry 1. Bockus; THERAPY OF PRI- 
MARY MALABSORPTION: Robert J. Priest; QUESTIONS AND ANSWERS IN 
DISCUSSION: SUMMARY OF PANEL: David J. Sandweiss. J. Michigan M. Soc. 


58:772-792 (May), 1959. 


celiac disease, nontropical 


This is a trans- 
ematologic abnormalities. Symptoms 
tion, hemorrhagic manifestations, tetany, 
and paresthesias. Diagnosis is based on 
steatorrhea, anemia, flat glucose and Vita- 
cemia, e i 
pattern” of small bowel fs examina- 
tion. 

The eg, findings seg- 
mentation, hypersecretion, changes, 
and alterations of mucosal yom are all 
included under the term “deficiency pat- 
tern”. When marked, they are diagnostic of 
certain malabsorption states, sprue, lympho- 
sarcoma, and Whip e's disease. In sprue, 
dilatation is marked and may affect the 
colon as well, In spite of this, the valoulae 
conniventes are quite prominent. Segmen- 
tation is also marked, usually in the 
and is associated with fragmentation or 
scattering of the barium. Hypersecretion is 


FECAL IMPACTION IN MODERN PRACTICE: Karl-Albert Dresen and Guy L. 
Kratzer. J.A.M.A. 170:644 (6 June), 1959. 


Organic causes include le- 
sions, anal fissure, and diseases such as 
megacolon, general paresis, and infantile 
paralysis. Fecal impaction occurs at any 
age and can mimic other diseases by pro- 
ducing symptoms suggesting diarrhea, tu- 


that diarrhea is caused 
the coeliac plexus when 


posterior vagus nerve is divided. 
Josern E. WALTHER 


constant and causes air fluid levels. Pancre- 
atic steatorrhea is associated with a normal 
bowel, so that these findings tend to rule 
out this condition. 
Until World War II treatment was em- 
piric. It was then found that exclusion of 
et ui protein, at, 
and high vitamin content, with simple 
sugars rather than starches. Supplemental 
Vitamins A, D, and K orally, and B-complex 
parenterally is useful. For the anemia, 
acid, By, crude liver extract, and 
teral iron are indicated. Calcium and 
sium must be replaced. When diet, vita- 
mins, minerals, oak drugs fail, steroids may 
eé prompt improvement. Particularly in 
acute case, oral or parenteral steroid 
may be used, decreasing the dosage to 
maintenance levels as progress is shown. 
Spontaneous remissions are not infrequent, 
so that the effects of drugs are difficult to 
evaluate. The goal of treatment is to im- 
prove nutrition and correct the deficiency 
states and allay nervous stress. 
An excellent summary of the panel con- 
ts uestion as well. 
one L. Freunp 


mor, or urinary calculi. Physical examina- 
tion may reveal a hard fecal mass in the 
rectum, a hard, putty-like mass at the end 
of the sigmoid distended abdomen, 
or palpable hard lumps in the abdomen. 
Impacted scybala in lower part of the 


4, 
te oped diarrhea in which no attempt was a 
: made to preserve the coeliac division of ches 
the posterior vagus. The evidence was con- Mecha 
ve 
sidered conclusi 
by denervation of 
the 
: 
: 
sprue, and sprue. Secondary malabsorption 
is due to disease entities affecting the small ae 
bowel. 
5 
: 
4 
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sigmoid may be dislod pelvic, ab- 
Treatment is after the diagnosis is 
made. Impactions in the rectum can be 
broken or dislodged with the oe Plain 
water enemas are helpful. Use of hydrogen 
ide has tinued of 

uent sequela of proctitis. - 

ie the knee-chest position, 
as water will not run uphill. Mineral oil 
instillations and enemas are used when the 
impaction is in the sigmoid or higher. The 
use of castor oil or similar laxatives by 
mouth in the presence of rock-like impacted 
stool in the rectum and colon is contra- 
indicated because of the danger of poar 
tating complete obstruction, rupture a 
diverticulum, or an trauma. One 
must remember that in fecal impaction the 


intestine is partially obstructed and 
It is best to decompress it by 
enemas and continue this di 
a number of days or until the in 
regained its normal tone, after 
anticonstipation regimen with 
stimulants may be used. 

Fecal impactions in the lower 
the sigmoid may be dislodged by 
abdominal, or sigmoidoscopic mani 
For su: impaction higher in the colon 
the colonic irrigation is a pertinent form of 
therapy. For organic strictures beyond the 
reach of the sigmoidoscope, surgical de- 
compression is frequently necessary. How- 
ever, colonic irrigations with the patient in 
the knee-chest position should be given a 
fair trial. 

Arvin D. Yasuna 


THE TREATMENT OF ULCERATIVE COLITIS: E. S. R. Hughes. New Zealand M. J. 


58:287 (June), 1959. 


Most p in the treatment of ulcera- 
tive colitis been made surgically so that 
there is a trend to treat more cases by 
pn In this review a personal series 

17 


6 cases uf ulcerative colitis is anal 

In most patients symptomatic relief is 

with a low residue 
not seem necessary to give 

and psychotherapy not indi- 

cated. 

— ulcerative colitis should be 
treat y surgery. Surgical management 
has improved, and with one operation it is 
possible to remove the entire large bowel 


and construct an ileostomy that is easy to 
manage. Despite the fact that the rectum 
appears in many cases to be relatively mild- 
ly involved, the author was not fortunate 
with ileorectal anastomosis, The incidence 
of cancer is very high in patients with 
chronic ulcerative colitis of 10 years’ or 
more duration. 

Acute ulcerative colitis is serious. Al- 
though the occasional patient will survive 
with general supportive measures, the risk 
of surgery appears less. 


Jacos A. Riesz 


POLYPS OF THE COLON AND RECTUM: J. Alfred Rider, Joseph B. Kirsner, Hugo 
C. Moeller and Walter L. Palmer. J.A.M.A. 170:633 (6 June), 1959. 


In a six-year period, 9,669 proctosig- 
moidoscopic and x-ray examinations result- 
ed in detection of polyps in 537 patients. 

Of the 537 patients 372 had follow-up 
examinations four or more years after their 
— polyps were discovered. The rate 
of formation of new polyps of the colon in 
this group was very high, 153 patients or 
41.1 per cent. The incidence of carcinoma 
of the colon in 9,132 patients without pol- 
Yps was approximately 2 per cent. Among 

e 537 patients with polyps, the incidence 
of carcinoma in the polyps was 5.8 
cent. Local treatment, ie., removal 


Large 
polyps in the rectum or colon should be re- 
moved surgically. Pol focal areas of 
carcinoma, but without invasion of the 
stalk (adenocarcinoma grade 1 and carci- 
noma in situ), may be treated in the same 
manner as benign polyps, with frequent re- 
examination of the meg and colon 
proctosigmoidoscopy barium enema. 
letallon of inalignant cells is demonstrated 


is that required for carcinoma. 


: 

thes 
2 
\ 
oe base, appears to be adequate in dealing 2 
= with the histologically benign polyp within s 

4 
ge - 
Na biopsy or snare, with fulguration of the a 
2 
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The presence of a polyp in the colon or 
rectum is an — of an acme 
mucosa prone to op new » 
nign or malignant. New 
in approximately 40 per cent of patients 
with polyps of the colon and rectum ob- 
ek ie from four to nine years. The 
yearly new polyp formation rate, approxi- 
mating 10 per cent, indicated a grou 
patients prone to develop polyps re- 
quiring frequent reexamination. 

The foe mae of carcinoma of the colon 
was twice as high in patients with multiple 


as in those with ; the 
of the colon suggests the beneficial effects 
of early diagnosis and removal of polyps. 
Local removal appeared to be uate 
treatment for benign polyps and for adeno- 
carcinoma within reach of the proctosig- 
moidoscope. Patients with polyps should be 
examined annually until findings of at least 
five consecutive yearly proctosigmoid 
ic and roentgenologic examinations of 
rectum and colon have been negative. 
Arvin D. YAsuna 


THE DIAGNOSIS OF CANCER OF THE COLON: E. G. Muir. Central African J. Med. 


5:306 (June), 1959. 


The author notes that the average dura- 
tion of symptoms in carcinoma of the colon 
before diagnosis and admission to the hos- 
pital was five to six months. While the most 
important factor in prognosis is the biology 
of the growth, early diagnosis and prom 
treatment are still of the utmost signif- 
cance. To achieve this the author makes a 
plea for more detailed and complete his- 


tories in the patients’ own words. 


The relative frequency of the complaints 
were studied in a series of 714 cases to 
delineate a common pattern, if possible. 
Abdominal pain, flatulence or 
were the most uent, 68.9 to 78 
cent. Alteration in habit was 
important, ranging from 30 per cent in the 


right colon to 70.1 per cent in the sigmoid. 
Vomiting was present in about 3.5 to 32 
cent on the location of the 
esion. Weight loss, bleeding, faintness, pas- 
sage of mucus and the presence of a mass 

were variable but usually late symptoms. 
Differential diagnosis includes the consid- 
eration of peptic ulcer, appendicitis, diver- 
ticulitis, ulcerative colitis and hemorrhoids. 
Although investigation in a patient sus- 
ed of cancer proves to be tive, one 
should not be lulled into a sense of false 
security. The case should not be dismissed 
but should be kept under constant review, 
for repeated investigations occasionally pro- 

duce the positive result. 

Louis A. RosENBLUM 


AGANGLIONIC MEGACOLON IN THE FIRST YEAR OF LIFE: Felix A. McParland, 
Bernard J. Spencer and Tague C. Chisholm. J. Lancet 79:284 (June), 1959. 


The treatment of the newborn child who 
has intestinal obstruction due to a segment 
of aganglionic colon is discussed. Symptoms 
of condition are manifested soon after 


ws 


wit 


tion that with adequate cleansing, the colon 
may appear normal on examination. An- 
other important point is the way in which 
the catheter is inserted, which should be 
just across the anorectal threshold. If it is 
inserted too far, a short 
ment may be overlooked. ere is 
doubt after the low colon study, a rectal 
wall biopsy will establish the diagnosis. 

The authors recommend a transverse co- 
lostomy be done as soon as the dia is 
established. The children usually do well, 
and a definitive pull-through lure can 
then be done with safety between 18 and 
24 months of age. 


SamMueEL M. GiLBERT 


my 

q 

: 

: irth, and shou e thoroughly investi- eee 
gated promptly. A flat film of the abdomen sat 
shomm partial obstruction in these cases. A bd 
P| bowel study should then be done ne 

i a thin barium mixture or a trickle of pk: 
Radiografin. In cases, only a 
small amount be used, since larger 
amounts are difficult to remove, and may Dene 
diagnostic feature of the disease. It is also SoMa 
: erable not to cleanse the colon before ds 
the contrast study. Since changes in the “Gas 
caliber of the colon are of such short dura- a eae 
: 
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PNEUMATOSIS CYSTOIDES INTESTINORUM HOMINIS: Jacob Reichert. Am. J. 


Proct. 10:181 (June), 1959. 


Pneumatosis intestinalis is 
by the formation of innumerable blebs un- 
der the visceral serosa of the in 
tract. The blisters vary in size and shape 
and are filled with gas. This condition is 
frequently accompanied by free air under 
the diaphragm, ascites and malnutrition. 
Intestinal obstruction, intussusception and 
volvulus may complicate the original condi- 
tion. 

A case of intestinal pneumatosis is de- 
scribed in a 65-year old woman, who was 

rated on for intestinal obstruction. Flat 
late of the abdomen showed a massive 
amount of free air under the diaphragm, 


with fluid levels in the small bowel. After 
correcting dehydration and electrolyte im- 
balance, exploration revealed an obstruc- 
tion in the ileum due to a granulomatous 
area. The small intestine was covered with 
innumerable gas cysts varying in size from 
a pinhead to a pea. Volvulus of the jeju- 
num resulted in 
weeks postoperatively, at which time o- 
ration the absence gas 
cysts in the intestinal tract. The patient 
expired and autopsy disclosed multiple ad- 
hesions of the peritoneum, pleura, pericar- 
dium and stomach. 

ARNOLD STANTON 


ACUTE BACILLARY DYSENTERY IN CYPRUS: P. J. Taylor. Brit. M. J. 5139:9 


(4 July), 1959. 


This is a study of comparative treatment 
of 332 cases acute bacillary 
in rus. 

cases were admitted to hospital; the 
diagnosis was made on clinical evidence as 
well as isolation of a shigella (Flexner or 
Sonne). 

This was a controlled study. Some pa- 
tients were given specific treatment, 
others were given only su ive treat- 
ment. (Vitamins, Kaolin, etc. 

The results were measured in clinical 
improvement and negative bacteriological 


report on six successive days. 

A full course of insoluble sulfonamides 
consisted of 125 gm. in six days. A full 
course of phthaly thiazole was much 
more effective in cure of acute bacillary 
dysentery—both clinically and bacteriologi- 
cally than supportive treatment alone. 

A mixture of 
streptomycin in erate dosage gave - 
ter than full course 
sulfathiazole alone and was much more ac- 
ceptable to the patient. 

LionEL Marks 


SULFONAMIDES AND STREPTOMYCIN IN BACILLARY DYSENTERY: J. Fali- 
sevac, Z. Kosutic and M. Galinovic-Weisglass. Brit. M. J. 5139:12 (4 July), 1959. 


A controlled p of patients in Za 
with acute bacillary d a was Seed 
with sulfonamides, sulfonamides with strep- 
tomycin and streptomycin alone. 
Bacillary dysentery due to Sh. flexneri 
was \ ia | cured both clinically and bac- 
cally by th 


teriologi e sulfonamides. 


Bacillary Sopenteny due to Sh. sonnei re- 


sponded more satisfactorily and quicker to 


a combination of sulfonamides and strepto- 
mycin. 

The response to streptomycin alone in 
either group was not satisfactory. The re- 
sponse to symptomatic treatment alone in 
either group was poor both clinically and 
bacterislogically. 


LIoneEL MARKs 


INTESTINAL DIVERTICULA: John K. McCollum. Brit. M. J. 5140:34 (11 July), 1959. 


t occurrence of a 

catlen may direct the attention to a par- 
ticular segment. Most diverticula of the in- 
testinal tract are protrusions of the mucous 
and submucous layers through the muscular 


coat (Pulsion diverticula). Diverticula may 
be found in all four parts of the duodenum. 
All cases studied complained of d 
not unlike that of cholecystitis or 
peptic ulcer. Although it was formerly 
taught that duodenal and ileojejunal diver- 
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ticula were to be disregarded as causes for 
d it is suggested that the reverse 
may be true since a concomitant diverticu- 
lum may be responsible for the major dis- 
ability in patients with chronic duodenal 
ulcer or biliary disease. a however, 
are the symptoms severe enough to require 
surgical resection of duodenal diverticula. 

diverticula are less common, 
usually cause hematemesis and melena and 
often require surgical resection. 

Of 90 cases of colonic diverticula studied 


60 presented recurrent attacks of abdom- 
inal pain, diarrhea or signs of peritonitis. 
Diverticula in any part of the colon may 
develop complication such as diverticulitis, 
hemorrhage (moderate to severe), perfora- 
tion with tonitis, colitis with ob- 
struction, a q fistula formation. 
The presence of a chronic diverticulum is 
not an invitation to surgery. Their compli- 


cation, however, may require surgical inter- 
vention. 
A. J. BRENNER 


HIDDEN LESIONS OF THE SIGMOID COLON: Marvin E. Sattler and Robert W. 
Mann. Wisconsin M. J. 58:361 (July), 1959. 


Lesions of the sigmoid colon are fre- 
quently obscured through anatomical pe- 
culiarities of this segment of the bowel. 
The most painstaking x-ray examinations 
will miss the lesions in 5 to 10 per cent of 
colons thus examined. The sigmoidoscope 
also fails to visualize lesions in certain 
multicoiled sigmoids. This is not to be con- 
strued as criticism of the roentgenologist or 
examinin ning proctologist because the redun- 
dant often coiled sigmoid colon will 
obscure some areas even if all ble di- 
ps means are used. In dou cases, 

radiologist uses the lateral, oblique, 
angle oblique, angle anteroposterior, and 
the Chassard-Lapine positions to demon- 
strate hidden lesions of the sigmoid colon. 

Two cases were presented as extreme 
examples of prolonged observation in pa- 
tients who have blood in the stool. 


authors have reason to believe, however, 
that this is not an uncommon ice 

that treatment is frequently delayed in a 
patient who might be favorably treated in 
the early stages of the disease. Exploratory 
laparotomy uld not be ered so 
hazardous a procedure as to await absolute 
diagnosis in these instances. There is re- 
luctance by both internist and surgeon fre- 
quently to attack these diagnostic problems 
surgically. The patient who has blood on 
the stool and has had a thorough work-up 
including sigmoidoscopic and x-ray exami- 
nation with barium enema without ee 
a source of bleeding, should be consid 


a candidate for laparotomy, 


after a short period of observation and hav- 
ing had the diagnostic studies repeated. 


Atvin D. Yasuna 


MECHANICAL INTESTINAL OBSTRUCTION AND ILEUS: USE OF PROCAINE 
HYDROCHLORIDE IN DIFFERENTIAL DIAGNOSIS AND AS A THERAPEUTIC 
AGENT: Leon A. Frankel. J. Internat. Coll. Surgeons 32:135 (Aug.), 1959. 


An injection of a few c.c. of 1 per cent 
sterile procaine hydrochloride was intro- 
duced into the abdomen to attempt peris- 
taltic stimulation of a quien viable 
segment of the small intestine. Its signifi- 
cance became apparent when it was used 
several times subsequently for the same 
re: The procaine hydrochloride can 

introduced into the gastrointestinal tract 
by an indwelling tube, by fistulization 
(cecostomy), or through an abdominal 
catheter into the peritoneal cavity. 

It appears this agent directly affects the 
postganglionic fibers of the parasympathetic 
nervous system which arise from the cells 


situated in or in close proximity to the in- 
nervated organ, resulting in increased tone 
and motility of both the small and the 
large intestine. 

The procedure can be used as a diagnos- 
tic sign for: 1. In differentiating between. 
intestinal obstruction and ileus. 2. Clinical- 
ly there is a positive or negative effect on 

e extrinsic or intrinsic nerve supply of 
the intestine and upon the myogenic tonus, 
depending on the viability of the bowel 
from either nutritional or mechanical point. 
3. Injected immediately after operation on 
the gastrointestinal tract to initiate early 
intestinal motility. 4. Intestinal motility can. 


fix 
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DIAGNOSIS AND MEDICAL TREATMENT OF AMEBIASIS: Frank C. Golding and 
Gordon L. Black. Texas J. Med. 55:688 (Aug.), 1959. 


The authors stressed the importance of 
cones treatment regardless of which 

gs are used. They do not feel that the 
broad spectrum antibiotics should be used 
at all unless the patient is unable to toler- 
ate arsenic or iodine preparations, or when 
the disease is complicated by other infec- 
tions in which these drugs are specific. The 
one exception to this — is Fumagil- 
lin. This antibiotic has little use except in 
the treatment of amebiasis. At present, the 
authors give continuous treatment for 15 
weeks or more, followed by equal amounts 


of medication on interrupted schedule with 
one or two weeks rest between each change 
of medication. They further recommend 3 
to 5 weeks treatment each six months for 
two years, then once yearly thereafter. 
The authors present two cases to demon- 
strate the an for longer treatment and 
follow-up than has been considered neces- 
reviously. They also feel that all so- 
c ed. nonpathogenic ameba should be 


eradicated as they apparently are patho- 
genic in some cases. 
Paut LEDBETTER 


TECHNIC AND INDICATIONS FOR MILLER-ABBOTT TUBE INTUBATION: A RAP- 
ID METHOD OF INTRODUCTION: Ralph H. Loe and C. E. M. Touhy. Am. J. Surg. 


98:160 (Aug.), 1959. 


The Miller-Abbott tube as introduced in 
1938 marked an important milestone in 
the ——— of intestinal obstruction. 

7 rate for this condition prior 
to the introduction of intubation was 29.6 
per cent, and was reduced to 5.9 per cent 
after its use. Many tubes were ge ar 
but successful introduction was cult 
and often required 24 hours. While the use 
of these tubes was considered a valuable 
adjunct in the management of small bowel 
obstruction, the difficulties of introduction 
resulted in many surgeons abandoning their 
use. 


The authors prefer to the tube in 
the patient’s room, and a of equipment 
needed is given. Ten steps for the intro- 
duction of the tube are outlined. Every 
detail should be followed in order to make 
= the quick and successful intro- 

uction of the tube through the pylorus 


into the second portion of the duodenum. 
The patient is then taken to the flu 
room and the tube, having passed 
ylorus, is easily advanced to the lower 
third of the second part of the duodenum. 
The stylet is then out, after an in- 
jection of 10 c.c. of mineral oil. With the 
patient back in his room, intermittent suc- 
tion is applied and the tube is advanced at 
the rate of about 6 inches an hour. Roent- 
en films should be taken periodically to 
etermine the progress of the tube. When 
x-ray films indicate complete deflation of 
the small bowel, the air is removed from 
the bag and suction is discontinued. If 
withdrawal of the tube is indicated, it 
should be done gradually so as not to in- 
tussuscept the bowel. 
Principal uses for the Miller-Abbott tube 
intubation are enumerated. 
Cart J. DeParzio 


LIVER AND BILIARY TRACT 


INDICATIONS OF VITAMIN K, IN LIVER PATHOLOGY: P. Kissel, G. Rauber, 
G. Debry, M. Laxenaire and F. Cherrier. Semaine des Hopitaux de Paris 35:938 


(March), 1959. 


The action of Vitamin K, upon the clin- 
ical course and upon prothrombinemia is 


studied in patients suffering from various 


liver diseases. 
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7 be determined early, obviating need of The author then cites about 60 cases so os 
ie operation for ileus or obstruction. 5. Post- treated with fairly good results. 
much earlier. Louis K. MORGANSTEIN 
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After bri their own theory on 
this their own 
results. In the first part they study the 
action of Vitamin K, in an alcoholic due 
to alcohol (60 noncompensated cirrhosis, 
20 compensated cirrhosis). When the cir- 
rhosis is compensated, Vitamin K, causes 
a rapid normalization of the bin 
level, while it does not act at all when 
the cirrhosis is not compensated. 

In a second part, several cases with dif- 
ferent liver (hepatitis, cancer, 
nonethylic cirrhosis) are ‘cribed. When- 
ever the tT of liver cells could be 
proved by biological tests, Vitamin K, im- 
proved the level of prothrombin; but 
whenever biological investigations showed 


that the liver cell had been severely dam- 
aged, Vitamin K, did not modify the 
bin level. 

This study allows a better statement of 
the therapeutical use of Vitamin K,. Two 
conditions seem to be n : the de- 
crease of prothrombinemia, the integrity of 
liver cells. Thus Vitamin K, is indicated 
during the first weeks of obstructive icter- 
us, in the early stages of cirrhosis as well 
as in nonmiliary hepatic metastases from 
various primary cancers. Vitamin K, is not 
effective in noncom ted cirrhosis, in 
hepatitis with jaundice in which liver cells 
are very altered, in the last stages of ob- 
structive icterus or in miliary liver metas- 
tases. 


RELATION OF FIBROSIS OF THE PANCREAS TO FATTY LIVER AND/OR 
CIRRHOSIS: Edward E. Woldman, David Fishman and Abraham J. Segal. J.A.M.A. 


169:1281 (21 March), 1959. 


During the pt 35 years it has been 
Pree: g that fatty infiltration of the liver 
followed by fibrosis occurs in the presence 
of pancreatic disease, be it pancreatic lith- 
iasis, pancreatic fibrosis, carcinoma of the 
pancreas or diffuse pancreatic 

During 1,000 autopsies, 234 cases of 
pancreatic fibrosis were observed with 117 
showing fatty liver, 32 fatty liver and cir- 
rhosis and 7 cirrhosis alone for a total of 
156 cases or 66.6 per cent, 78 showed no 
liver involvement. 

Fibrosis of the pancreas occurs in alco- 
holics and those suffering from biliary 
tract disease, which would indicate some 
nutritional factor responsible but evidence 
seems to point to the pancreas as the orig- 
inal instigator of its own fibrosis for in a 
series of 32 alcoholics with proved pan- 
creatic calcification, no gallstones or gall- 
bladder disease was found. 


It seems Bas amounts of alcohol 
plus gastric hy oric acid when passed 
into the duodenum, causes a spasm of the 
sphincter of Oddi with obstruction to pas- 
sage of pancreatic fluid. This influences 
the pancreas to secrete extra fluid under 
pressure that could rupture the finer rad- 
icles of the pancreatic tree setting up in- 
flammation leading to chronic pancreatitis. 

Intravenous alcohol to the point of in- 
toxication produces no such effect upon 


the pancreas. 


ering of choline and other li ic 
substances and a defici of phospholipid 
synthesis, a failure of fat tr tation 


the liver, with ting fatty liver fol- 
lowed by fibrosis of that organ. 
J. Epwarp Brown 


ORAL CHOLANGIOGRAPHY: J. Russell Twiss and Lee Gillette. J.A.M.A. 169:1275 


(21 March), 1959. 


Forty-six patients whose routine chole- 
cysto apby failed to reveal pathol of 
gallbladder were given oral multiple doses 
of iopanoic acid in an attempt to confirm 
or deny the clinical picture. 

The routine was standard—in the eve- 
ning at 7 P.M., 6 tablets of iopanoic acid 
were given with a glass of water and a 
repeat dosage at 7:30 P.M., at 9 P.M. one 
fluid dram of paregoric was 


in a glass of water. In the morning at 7 
A.M., 6 tablets of iopanoic acid and a 
~ of water was given, at 9 A.M., 2 
uid drams of c in a glass of 
water completed medication. 

Films of upper abdomen were taken at 
10 A.M. and ted at 11 A.M. In cases 
where no ducts occurred, 
roentgenology was repeated in 24 hours. 

Twenty-three cases gave visualization of 


: 
| 
P: ic insuffici results in | 
ancreatic i ency ts essen- Poa 
ing of digestion, especially protein, with a Poet 
: and oxidation with lipoid accumulation in Pee 
: 
{ 


upon, 2 for stenosis of common duct 
1 for acute 1l 

no visualization of gallbladder, but 
in 6 the common ducts were visible, 8 of 


this were ted upon for cystic 


RESECTION OF LEFT LOBE OF 


The authors present a case report 
primary cancer of the liver. surgical 
treatment of hepatomas of the liver is 
certainly not a new procedure and the 
authors quote Keen’s report, published in 
1899, of 76 cases of resections for liver 


ful left lobectomy in a 63-year old white 
male, alive and well two years after sur- 


ABSTRACTS 


HE LIVER FOR HEPATOMA: James W. Mur- 
doch, Jr. and John C. Lawrence. Am. Pract. & Digest. Treat. 10:657 (April), 1959. 


17 


but in 25 per pau of the yor ga chole- 
itis cases, iopanoic e nor- 
ral visualisation at 
cholangio its use 
in chronic with 
tic duct pathology where routine intra- 
venous dye fails, even when stone forma- 
tion is present and located in the ducts, 
oral visualization may give more informa- 
tion than intravenous attempts. 

The procedure is of immense value in 
eliminating obscure abdominal symptoms 
that gallbladder disease. 

J. Epwarp Brown 


gery. In their discussion, the authors men- 
tion that 85 per cent of cases of liver 
tumors are found in males and that carci- 
noma is more likely to occur in the cir- 
thotic liver. Symptoms of a liver tumor 
are not unlike of a far-advanced 
carcinoma in the upper abdomen, with 

a loss and a large tender 
ver mass as principal presenting com- 
plaints. Other symptoms such as nausea, 
vomiting and hemorrhage may also be 
present. Liver tumors may present them- 
selves as an acute upper a in- 


flammatory syndrome. 
Jutzs D. Gorpon 


INFECTIOUS HEPATITIS IN CLEARFIELD COUNTY, PENNSYLVANIA: IL. A 
PROBABLE WATER-BORNE EPIDEMIC: J. W. Mosley, W. D. Schrack, T. W. 
Densham and L. D. Matter. Am. J. Med. 26:555 (April), 1959. 


An epidemic of infectious titis oc- 
curred in Curwensville, Clearfi County, 
Pennsylvania, in March 1956. One hun- 
dred twenty-nine cases occurred in Cur- 
wensville and an additional 40 in the sur- 
rounding School Jointure during a 39-day 
period. Investigation revealed time, age 
and geographic characteristics which sug- 


II. Northwest Med. 58:711 (May), 1959. 


The authors discuss the dia and 
treatment of fatty infiltration of the liver. 
The differential diagnosis chiefly concerns 
cirrhosis. They consider that at present, 
biopsy is the only reliable method of dif- 
ferentiation, but suggest that a study of 


FATTY INFILTRATION OF THE LIVER: James W. Hurley and Kenneth L. Partlow, 


nicipal water supply fit the emiologic 
This was an epidemological study rather 
than a clinical evaluation of the epidemic. 


Joun M. McManon 


estrogen excretion might be worthwhile in- 
vestigating for possible differential value. 
There are apt to be more negative tests in 
fatty liver > in cirrhosis, but this is not 
in itself of differential value. In their nine 
cases, if one case with jaundice is exclud- 


= gallbladder and ducts with stone, 17 out 

of 18 operated upon confirmed preopera- 

tive diagnosis; 12 showed visualization 
f without stone, of these three were operated 

ig 

i Jaundice will retard routine cholangiog- a 

oa raphy in impaired hepatic function, catar- ae 

se tumors performed to that date. Warri, in a 
af 1945, reported on 570 cases of resections : 
a for tumors of the liver and in 1951 Altman : 
he of the liver. Pack, in 1948, success- 
fully resected the ight lobe of a liver. The 
ie case reported by ‘he authors is a success- ay 
Se 
% 
i gest common source rather than contact 
transmission. The peculiarities of the mu- 
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ed, the tests were as follows: Reversal of 
albumin/globulin ratio, none; anemia, one 
case; elevated bromsulfalein retention, 2 
cases; prothrombin time between 49 and 
75 per cent; cephalin flocculation all nor- 
mal; bilirubin and alkaline phosphatase all 


eas intake; ri upper 
uadrant patients; no weight 
a in any; patients were usually obese; 
vascular spiders present in four; Palmer 
erythema in six, testicular atrophy in 2 
cases. 


Since the condition may eventuate in 
cirrhosis, treatment is desirable; it con- 
sisted in abstinence from alcohol, high ca- 


average time 3.4 months; longest 
months. Im 


FAMILIAL NONHEMOLYTIC JAUNDICE WITH CONJUGATED BILIRUBIN IN 
THE SERUM: A CASE STUDY: Leon Schiff, Barbara H. Billing and Yoichi Oikawa. 
New England J. Med. 260:1315 (25 June), 1959. 


Expanded chemical methods of differ- 
entiating conjugated and yp 
bilirubin in the serum plus careful obser- 
vation and the increased use of liver 
biopsy have separated from congenital he- 
patic dysfunction (Gilbert’s Disease) sev- 
eral distinct clinical entities of which 
chronic idiopathic jaundice {(Dubin-John- 
Crigler-Najj e a form 
Gilbert's of dies to 
pediatricians. Recently Rotor and associ- 
ates described a type of familial non- 
hemolytic icterus with direct van den 


a young Japanese girl with chronic icterus 
has a serum containing both free and con- 
jugated bilirubin. The liver was histologi- 


ly normal | out Dubin-Johnson 
and blood studies showed that 
was not hemolytic jaundice. Another 
case of nonhemolytic jaundice is presented, 
bly not as rare as previously thought, 
which probably represents a familial in- 
born error of metabolism expressed as 2 

defect in ability to excrete bin. 
D. ErcHHORN 


TORSION OF THE GALLBLADDER: Sadredin Musavi and G. H. Yeager. J.A.M.A. 


170:670 (6 June), 1959. 


This is a most uncommon condition and 
rarely diagnosed. Only 113 cases have 
been reported in the literature since this 
entity was first described in 1898. 

Torsion of the gallbladder is not possi- 
ble unless the gallbladder is somewhat 


nded b toneum and | in 
the tomy by a 


Irvin 


ee BILIARY ATRESIA: L. Jerome Krovetz. J. Lancet 79:228 (June), 


Two cases of intrahepatic biliary atresia 
are reported, making a total of 25 cases 
reported in the literature to date. One 
child died at the age of 3 years from 
hemorrhage. Intrahepatic biliary ducts 
were completely absent at autopsy. Ac- 
cumulation of bile pigment was found 
around the portal areas. Islands of foam- 


ic 
tal 
Test 
The liver returned to normal siz Rl 
months. Palmer erythema did not AS 
L. IMMERMAN 

: Bergh reaction. The authors present an- ue 
; other case similar to that of Rotor in which Bt 

: 

2 anomalous; not in its fossa on the visceral ee 

spleen, lungs, heart, abdominal lymph as 
nodes, skin, and bone marrow. 
The other case, a 16-year old girl, is in oe 
health except for a severe 
pruritus. is the longest time that a eye 
Z patient with biliary atresia has been re- ae 
: 
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WILSON’S DISEASE, PORTAL HYPERTENSION AND INTRAHEPATIC VASCU- 


chmya. Microscopic examination 
livers in their cases revealed 
pre ot fibrosis in the portal 

collections of inflamma’ 
suggesting a burned out reaction 
previously existing ducts. They 
that the absence of intrahepa 
might limit the amount of 
age to the liver cells. 


2 


SAMUEL M. 


LAR OBSTRUCTION: W. Jape Taylor, F. C. Jackson and Wallace N. Jensen. New 


England J. Med. 260:1160 (4 June), 1959. 


THE “CALIBRATED” PAPILLOSPHINCTEROTOMY AS A FACTOR OF SUCCESS 


may well exist. 
A. M. Susmno 


IN THE SURGICAL TREATMENT OF ANATOMIC AND FUNCTIONAL DIS- 
TURBANCES OF ODDI’S SPHINCTER: STANDARDIZED TECHNIC: Antonio 
Octaviano de Almeida. J. Internat. Coll. Surgeons 32:1 (July), 1959. 


The author presents a studied review of 
26 patients in whom the orifice of the 
end of duct was sur- 

ly enlarged pillosphincterotomy. 
The technic followed was originated 


Professor Alves and may be described as a 
total resection of the papilla of Vater and 
a partial section of the sphincter of Oddi. 
An analytical survey following surgery in- 

‘the 26 patients obtained 


dicated that 24 of 


27:154 (July), 1959. 


A patient who suffered heatstroke and 
undice due to liver disease is described. 
from the acute phase of his 
ea! e: fatty meta- 

liver, 


HEATSTROKE AND JAUNDICE: R. H. Herman and B. H. Sullivan, Jr. Am. J. Med. 


excellent results from the lure. These 
24 patients did not have to have any med- 
ication whatsoever following ery. In 
one patient the results were good 
regimen had to 

with dietary restrictions. In the one re- 
maining case nausea was associated with 
occasional headaches and a restrictive diet 


was imperative. j 


was present in 14. 

Of 244 cases of heatstroke, there was 
overt jaundice in ten, h ilirubinemia 
only in 13, and of 150 fatalities jaundice 
was found in only seven cases. Liver dam- 


age was found by histological study in 17 


cases. 
The liver damage of hyperpyrexia is an 
occasional and Seatoes complication of 


Jou~ M. McManon 


cal exploration. Two theories have been 
es advanced concerning the increased longev- ; 
ity by cases of intrahepatic 
Ld since 1945. Krohulik and co- rea- a 
Be son that the usual causes of death are re- + 
ij lated to infections and hemorrhages, and — 
a that the advent of antibiotics and Vitamin 
ay K has increased the survival rate. Ahrens 

J ee and associates suggest that the absence of 

intrahepatic ducts protects the liver paren- Crserr 
ae 
. Splenic-pulp pressure studies together From this the authors suggest that in 
as with hepatic blood flow determinations in- cases of portal hypertension when neither 
ae dicate that the portal hypertension of extrahepatic nor intrahepatic lesions are a 
We Wilson’s disease is due to intrahepatic demonstrable a similar site of obstruction be 
a ache, and aching 0 e extremities re- a 
lieved only with the of Seconal. 
He had an abnormal electrocardiogram. a. 
Of 3,152 cases of recorded tstroke. 
e in the literature, jaundice was found in 
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ESOPHAGEAL VARICES IN HODGKIN’S DISEASE INVOLVING THE LIVER: 
R. Levitan, H. D. Diamond and L. F. Craver. Am. J. Med. 27:137 (July), 1959. 


Two case of Hodgkin’s disease with 


eal varices are reported. Both pa- 


Hodgkin’s disease, and the second patient 
had, in addition, constrictive pericarditis. 
Joun M. McManon 


PANCREAS 
THE ROLE OF SURGERY IN ACUTE PANCREATITIS: W. Grimes Byerly and Lee 


Gillette. Clin. Med. 6:17 (Jan.), 1959. 


The authors reviewed 126 cases 
creatitis from the Roosevelt Hospital (N.Y.) 
from 1939-1955. The article sets forth tne 
diagnostic criteria and classifies the con- 
dition as edematous, hemorrhagic (nec- 
rotic) or suppurative. The most 

associated conditions found with pancreati- 
tis are chronic biliary tract disease, in 52 
per cent of all cases and alcoholism in 16 
per cent. Peptic ulcer, and gastric carci- 


noma also complicated pancreatitis and 
pancreatitis after gastrectomy is not un- 
common. 


The authors feel that the common chan- 
nel theory can explain most if not all cases 
of pancreatitis and the object of 
treatment is to produce common duct de- 
compression and clear the biliary tree. 


Invin DevutscH 


CHRONIC RELAPSING PANCREATITIS: ETIOLOGY AND DIAGNOSIS: Benjamin 
B. Weisiger. Am. Pract. & Digest. Treat. 10:79 (Jan.), 1959. 


most attractive th of pathogenesis at 
secretion. The diagnosis of the acute ex- 
acerbation in a majority of the cases may be 
obtained with the use of routine laboratory 
tests available in any hospital. The deter- 
mination of serum is the most 


values may persist for 24 to 48 hours 
longer. The most valuable tests which can 
be done in any hospital laboratory are the 
blood sugar and urine sugar determination. 
Glucose tolerance tests may be of value 
as 45 per cent of the patients had by 

or bo 


ACUTE PANCREATITIS: Samuel Walder. J. Internat. Coll. Surgeons 31:1 (Jan.), 


1959. 


Diagnostically and therapeutically acute 
ase an is a highly controversial disease. 

anifestations begin with acute epigastric 
pain prostration, shock and toxicity. In- 
crease in serum amylase is almost always 
associated with this disease. 

Differential dia should include per- 
forated peptic ulcer, acute a citis, 
cholecystitis and coronary . Pa- 


tomy and removal of a bi specimen of 
the omentum. Pathological diagnosis was 


: 
i The disease may involve all or any part oot 
of the gland to Enlargement 
and palpation may be such as to make a Bee, 
differentiation from carcinoma difficult. The tS: 
given e out the presence of a pseu ay 
cyst or tumor. Early x-ray studies of the eo 
are important. Testing the ef- 
ency of the secretion of the pancreas ae 
valuable single diagnostic test available at may be done. cart 
present. Elevated values were found in 73 Diagnosis of chronic pancreatic impair- ee 
per cent of the patients studied. The de- ment may require extensive and — aS 
. termination of serum lipase is a cumber- cated pre and they are not too ab 
some test and has little the 
tient should receive the necessary antibiotic ae 
: therapy. When is performed, cho- Ae 
lecystectomy o: omy is indi- 
: cated. Care should be taken not to per- er 
forate the pancreatic capsule. ae 

The author reports one case of acute pan- ¢ 
creatitis wherein he performed cholecystos- 5 
Ad 
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acute fat necrosis. Patient was fine until 
20th postoperative day when he developed 
bowel obstruction; lysis of adhesions cor- 
rected this condition. Patient finally re- 
covered after about four months’ observa- 


tion. It is interesting to note that this 
patient with an acute necrotizing pancre- 
atitis was treated successfully by means of 
surgery. 

ABRAHAM BERNSTEIN 


EXPERIMENTAL PANCREATITIS—RECENT CONTRIBUTIONS: Morton I. Gross- 


man. J.A.M.A. 169:1567 (4 Apr.), 1959. 


All forms of experimental pancreatitis re- 
semble the human disease. However, cau- 
tion must be exercised in the evaluation of 
the pathogenesis of human pancreatitis on 
the Basis of animal experiments. The com- 
mon channel theory of ie postulating a 
reflux of bile into the pancreatic ducts Be 
many adherents in spite of the fact that 
such reflux has never sal demonstrated by 
intravenous cholangiography. Only in the 
presence of an intraductal pressure high 
enough to rupture the acini or during 
an exceedingly high enzyme contents can 
it produce pancreatitis. The other popular 
theory is that of pancreatic duct obstruc- 
tion. A remarkably high pressure is already 
present in the pancreatic ducts during fast- 
ing in normal persons. Various foods and 


especially alcohol may elevate this pressure 
moderately but not greatly. Ischemia pro- 
duced by thromboembolism, vascular dis- 
ease or the Schwartzman and Arthus phe- 
nomena may cause fulminating pancreatitis. 
Lesser degrees of vascular impairment may 
produce Sedat of the gland in the pres- 
ence of obstruction. The activation of pan- 
creatic enzyme within the pancreatic tissue 
may also produce pancreatitis. If this occurs 
in humans is not certain. However, an in- 
crease of proteases is seen during an acute 
attack ab may be responsible for shock. 
As the blood has powerful antitryptic and 
antichymotryptic activity, one must assume 
that great quantities of enzyme are liber- 
ated. 

H. B. Ets—NsTapt 
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2 , too, has its place in a well Pas 


balanced diet. As a pure, wholesome 


drink, it provides a bit of quick energy 
... brings you back refreshed after work 


or play. It contributes to good health 
by providing a pleasurable moment’s 
pause from the pace of a busy day. 
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THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


PATHOLOGY AND LABORATORY RESEARCH 


MOLISCH-POSITIVE MUCOPOLYSACCHARIDES OF GASTRIC CANCERS AS 
COMPARED WITH THE CORRESPONDING COMPONENTS OF GASTRIC MU- 
COSAE: SECOND AND THIRD REPORTS: Hiroya Kawasaki. Tohoku J. Exper. 


Med. 68:119 and 173 (25 Aug.), 1958. 


These two papers are follow-ups of a 
previous describing the prepa- 
ration and the physical, chemical and bio- 
—_ roperties of two groups of muco- 
polysaccharides obtained from normal gas- 
tric mucosae and from gastric cancers. 
These substances were found to behave 
very similar in cancer as well as noncancer 


cases. However, some differences were no- 
ticed in the blood group A and B activity, 
with sialic acid contents, the optical rota- 
tion of sodium light and the molecular 
weight. The significance of these findings 
remains to be established. 


H. B. Etsenstapt 


THE EFFECTS OF PHENYLBUTAZONE AND ACTH ON GASTROINTESTINAL 
MUCOSA: Joseph T. Freeman, M. A. Geiss and Roberta Hafkesbring. Am. J. M. Se. 


237 :67-73 (Jan.), 1959. 


Two clinical case reports are given of 
ulceration in patients phenyl- 
utazone and ACTH. This led the authors 


to experimentation with guinea pigs, using 

these drugs singly or in combination in 80 

adult — pigs, using 18 as controls. 
t 


Half of these animals developed peptic ul- 


cers when given ACTH or phenylbutazone, 
or both, with a slightly higher incidence 
in those animals receiving phenylbutazone. 
It is suggested that where these drugs 
must be used, protection of the gastric and 
duodenal mucosa is essential. 

BERNARD FARFEL 


MOLISCH-POSITIVE MUCOPOLYSACCHARIDES OF GASTRIC CANCERS AS 
COMPARED WITH THE CORRESPONDING COMPONENTS OF GASTRIC MU- 
COSAE: FOURTH REPORT: Hiroya Kawasaki. Tohuku J. Exper. Med. 69:153 (25 


Feb.), 1959. 


Mucopolysaccharides (MPS) were pre- 
‘ey rom human gastric cancers and 
rom noncancerous gastric mucosae. Their 
properties were compared within each of 
the following blood groups: A; AB; B; and 
O. Differences between cancer MPS and 
noncancer MPS within each blood group 


were partly marked, partly only minute. 
Differences were found in blood group po- 
tency; sialic acid content; glucosamine/ 
galactosamine ratio; optical rotation; mole- 
cular axial ratio and molecular weight. 


WALTER CANE 


ROLE OF EXFOLIATIVE CYTOLOGY IN THE DIAGNOSIS OF CANCER OF THE 
DIGESTIVE TRACT: Howard F. Raskin, Joseph B. Kirsner and Walter L. Palmer. 


J.A.M.A. 169:789 (21 Feb.), 1959. 


Microscopic studies of exfoliative epithel- 
ial cells have been made from all accessi- 
ble body cavities but the diagnostic or 
screening value derived has varied from 
reports published by many investigators. 

In this paper according to the methods 
employed by the authors the diagonstic 
yield of exfoliative cytology of the gastro- 
intestinal tract has proven second only to 
direct biopsy. 


In 95 per cent of a large number of 
cases of carcinoma of the esophagus, stom- 
colon the of exfoliative 
cytology were positive. False positives were 
for esophagus’ and stomach 
and none were recorded for the colon. 

The creatic and bili system 
proved the most difficult area for testing 
and interpretation but even here there is 
a 60 per cent detection of malignant cells. 
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Only two false positives of 301 patients 
without carcinoma were found in this 
grouping. 

Confusing cells were encountered in 
healing gastric ulcers, atrophic gastritis, 


gastric polyps and beni ulomas. Sar- 
comas omas failed to slough any 
characteristic cells. 


A. M. Susinno 


TOXIC SUBSTANCES iN CANCER: VI. EFFECT ON THE MOVEMENT OF PARA- 
MECIUM OF THE EXTRACT OF GASTRIC CARCINOMA TISSUE (SECOND 
REPORT): Iwao Yamaguchi, Hisashi Kamma and Kiyota Oh-Uti. Tohoku J. Exper. 


Med. 69:185 (25 Feb.), 1959. 


In a previous paper the authors had re- 
ported on the interesting observation that 
aqueous extract of gastric carcinoma tissue 
inhibits the movements of infusoria called 

aramecium, and that a basic substance of 
ow molecular weight is responsible for 
this effect. The present communication 
presents the results obtained from investi- 
gations on the extracts of gastric carci- 
noma tissue in organic solvents. Identical 
tests were made on extracts obtained from 


= mucosa of the same cancer patients 
ut away from the carcinomatous lesion 
and also on gastric mucosa of noncancerous 
patients. Alcohol extract, acetone extract, 
and their fractions, of carcinomatous tissue 
inhibited the movement of amecium 
more intensely than those from control tis- 
sue. Most effective was a fraction consist- 
ing of fatty acid whose lithium salt is 
insoluble in 50 per cent alcohol. 


WALTER CANE 


ROMACH 


FOR PEPTIC ULCER 
Succeeds in 90% of Cases 


Many published articles have established the outstanding 
value of Romach tablets for prompt relief and ultimate healing 
of gastric and duodenal ulcers. 

A study in England reported a satisfactory response to 
Romach in 90% of cases. 

An American article? reported relief of pain without analgesics 
in 92% cases, weight gains averaging 7.9 lb. in 93% cases, 
control of occult blood in stools in 100% cases, and ultimate 
roentgenographic healing of the ulcers in 81% cases. 

The recommended dosage of Romach is 2 tablets in tepid 
water immediately after meals. 


ROR CHEMICAL CO. © 2268 First Ave. © New York 35, N.Y. 


ROMACH 
and be 
convinced 


ROR CHEMICAL CO., 2268 First Ave., New York 35, N. Y. 
Please send me without ebligotion professional somple, complete formula ond literature | 
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NUCLEIC ACIDS: XI. COMPARISON OF DNA FROM GASTRIC CANCER WITH 
THAT FROM GASTRIC MUCOSA: Sin-iti Abe. Tohoku J. Exper. Med. 69:143 


(25 Feb.), 1959. 


The various of dioxyribonu- 
cleic acid (DNA) have become the center 
of interest in cancer research. Interpreta- 
tion of these variations, however, has just 
begun. The author found more differences 
than other researchers between DNA in 
normal tissue and DNA in cancerous tis- 
sue. The reason for the discrepancy is the 
fact that the author included in his studies 
not only the chemical properties of DNA 
but physical and biological properties as 
well. He found differences in the amount 


of certain amino acids between cancer 
DNA and normal mucosa DNA (less ade- 
nine and guanine but more cytosine). 
Cancer DNA absorbs ultraviolet light more 
strongly than noncancerous DNA. Cancer 
DNA is less dextro-rotatory than noncan- 
cerous DNA, Cancer DNA gives stronger 
skin reactions in cancer patients than in 
noncancer patients. Also of interest was a 
more intensive Schiff reaction in cancer 
DNA. 

WALTER CANE 


BLOOD AMMONIA CONCENTRATION AND BROMSULFALEIN RETENTION IN 
UPPER GASTROINTESTINAL HEMORRHAGE: Gerald A. Belkin and Harold O. 
Conn. New England J. Med. 260:530 (12 March), 1959. 


The authors have made a study of the 
blood ammonia and bromsulfalein reten- 
tion in 96 patients with massive upper 
gastrointestinal hemorrhage in order to de- 
termine the site of bleeding. Blood, like 
other nitrogenous substances in the ali- 
mentary tract, undergoes bacterial enzy- 
matic degradation during which ammonia 
is liberated. In patients without hepatic 
disease the ammonia is removed from cir- 
culation as the portal blood passes through 
the liver. In cirrhotic patients much of the 
blood is diverted around the liver by way 
of portasystemic anastomoses and ye 
increasing blood ammonia concentration. 

There were 36 cirrhotic of the 96. The 
site of bleeding was considered proved 
when it was demonstrated by seni 
copy, gastroscopy, x-ray, laparotomy or 
——- The authors used 15 per cent as 
the lower limit for bromsulfalein retention 


PHYSIOLOGIC OBSERVATIONS UPON 


to allow for shock and 150 mcg. per 100 
c.c. as the upper limit of elon for blood 
ammonia. Bromsulfalein retention was 
greater than 15 per cent in 34 of the 36 
(93 per cent) cirrhotic, and in 15 of the 
60 (25 per cent) noncirrhotic patients. The 
blood ammonia levels were within normal 
limits in 57 of the 60 (95 per cent) pa- 
tients without cirrhosis and were elevated 
in 26 of the 36 (87 per cent) cirrhotics. 
Six of the cirrhotics with normal ammonia 
levels had received antibiotics capable of 
depressing blood ammonia concentrations. 

The concurrence of elevated blood am- 
monia and bromsulfalein levels were con- 
sidered practically diagnostic of cirrhosis. 
The tests were of no diagnostic value if 
either determination was prac and the 
other normal. 


A. SCHWARTZ 


A PARTIAL PANCREATIC FISTULA 


FOLLOWING GASTRECTOMY: Marion C. Anderson, W. Harrison Mehn and Harold 
L. Method. Am. J. Surg. 97:260 (March), 1959. 


Pancreatic fistula, although infrequent, 
constitutes a serious complication of gastric 
surgery, and may be expected to increase 
with the evolution of more radical surgical 
approaches to neoplasms of the stomach, 
biliary tract, and pancreas. Much of the 

resent knowledge of pancreatic exocrine 
unction is derived from the results of 
animal experimentation. In man, external 
pancreatic fistulas provide an opportunity 
to evaluate pancreatic function directly. 


A case study of a 42-year old male with 
a pancreatic fistula following subtotal gas- 
trectomy is given in detail. 

Extensive studies were done which in- 
cluded volume, chemical determinations, 
electrolytes, enzymes and pH. Detailed 
studies were also done of the effect of 
various stimuli on pancreatic secretion. Di- 
estive studies using I'%! labeled “Trio- 
ein” and [131 labeled “Human Serum 
Albumin” were carried out. Diversion of 
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gastric contents from the duodenum to the 
jejunum by gastrojejunostomy did not ap- 
pear to alter the normal volime response 
from the pancreas when secretin or agents 
which initiate the release of secretin were 
administered. 

The results suggest that a differentiation 
between volume and electrolyte stimula- 


hours intake of was 
measured in 30 cases of alcoholic cirrhosis. 
Many patients had clinical symptoms of 
endocrine insufficiency: scarce axillary and 
pubic hair, dry skin, amenorrhea. . . . 
However 2 patients showed intakes great- 
er than normal (up to 89 per cent), al- 
though they had no of 
hyperthyroidism. There was no relationship 
between intake and _ of the following: 
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31. THYROIDAL UPTAKE IN CIRRHOSIS: STUDY OF 30 CASES: Y. Boquien and 
J. Guenel. Sem. Hop. Paris 35:935-937 (March), 1959. 


tion (secretin effect) and enzyme stimula- 
tion (pancreozymin effect) previously dem- 
onstrated in experimental animals, also 
exists in man. Billroth II gastrectomy did 
not appear to alter either pancreatic or 
digestive function to any significant degree 
in this patient. 

Cari J. DePrizio 


tein level. Abnormal fixation of I'*! in 
cirrhosis cannot be accounted for by iodine 
deficiency nor by Prednisone treatment that 
most patients received. Although plasma 
total protein level seems to play no role in 
thyroidal intake it is possible that low lev- 
el of certain protein components (albumin 
and a@ globulins experienced by paper elec- 
trophoresis) causes a decrease of protein- 
bound iodine and consequently raises 
pituitary excretion of TSH. 


= or absence of ascites, degree of 
epatic test disturbance, total plasma pro- 


antacid efficacy of GUSTALAC 


patients welcome the pleasant way pH ,. compared to other leading antacids 


GUSTALAC 


give immediate relief fro 

astric and Duodenal ULCERS 

Heartburn of Pregnancy 14 510 20 30 60 120 150 180 


TIME IN MINUTES 


Each dose eases pain, ‘‘burning’’ and eructation for 
2'4% hours — two tablets are equal in buffering value 
to 10 oz. of milk. Does not cause acid rebound, con- 
stipation or systemic alkalosis. 


PLEASANT TASTING GUSTALAC tablets each provide: : 
the ‘‘most potent antacid,'’! superfine calcium car- HARMACEUTICAL 


bonate (300 mg.), buffer-enhanced by a special high CORPORATION: 
protein defatted milk powder (200 mg.). lierose, N.Y. 


DOSAGE: 2 tablets chewed or swallowed 
q. 2 to 3 h. PRN and on retiring. 


1, Kirstner, J. B.: J.A.M.A. 166:1727, 1958. 
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Differences That 
Distinguish DARVON” 


Freedom from Addiction 

No Adverse Effect on Vision 

Patients Retain Physical and Mental Acuity 

Does Not Interfere with Blood Clotting 

No Diaphoretic Effect 

Suitable for Patients Subject to Smooth-Muscle Spasm 
Continued Effectiveness after Prolonged Therapy 
Superior to Salicylates in Ulcer Patients 


Preparations of Darvon: 
Darvon—32 and 65-mg. Pulvules® Lilly 
Darvon® Compound Darvo-Tran® 


Darvon® (dextro propoxyphene hydrochloride, Lilly) 


Darvon® Compound (dextro propoxyphene and acetylsalicylic acid 
compound, Lilly) 


Darvo-Tran® (dextro propoxyphene and acetylsalicylic acid with 
phenaglycodol, Lilly) 


ELI LILLY AND COMPANY ¢« INDIANAPOLIS 6, INDIANA, U.S.A. 
020258 
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In Spastic Colon: ‘Combid’ Spansule capsules relieve 


psychic as well as physical factors. Anxiety and tension—the usual causes of 
spastic colon—are controlled. At the same time, spasm is relieved in the 
colon itself. 


The ‘Combid’ regimen: ene dose q12h. 


For complete information, see Physicians’ Desk Reference or your SK&F 
representative. Complete information is also on file with your pharmacist. 


Smith Kline & French Laboratories 


Combid’ Spansule’ 


brand of prochlorperazine brand of sustained 
and isopropamide release capsules 
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important new drug in the 
treatment of Amebiasis 


90% cures with ANAMEBA* 


Re-examinations four months 
later showed 90% of 
the patients were 
still cured. 


(From Craig and Faust, 
Clinical Parasitology) 


19% INCIDENCE: ANAMEBA SPECIFIC 
FOR AMEBIASIS 


Frye and Lampert! recently studied the 
effect of Anameba in the treatment of 
asymptomatic Endameba histolytica 
carriers. They concluded that “Results 
of treatment . . . with Anameba in a 
group of 23 carriers of E. histolytica 
were excellent. No toxic reactions or 
side effects were noted among the 49 
subjects who received the drug... 
There was no nausea, diarrhea or other 
sign of toxicity or side effects.” 


RESULTS OF POST-TREATMENT STOOL EXAM- 
INATIONS FOR E. HISTOLYTICA 
| No. Positive 


No. of Patients No. of No. Positive After First Course 
Examined Controls | Before Treatment of Treatment 


8 DAYS OF TREATMENT RESULTS 
IN 909% CURES 


A single course of treatment (1 tablet t.i.d. for § 
days) results in improvement or complete allevia- 
tion of symptoms. Relief of symptoms of abdominal 
distress and flatulence is prompt. No toxic reactions 
or side effects occur, and no alteration in diet is 
necessary during Anameba therapy. 


Each Anameba tablet contains: Iodochlorhydroxy- 
quin 125 mg., and Bacitracin-methylene disalicylate 
5000 U.S.P. Units. Supplied: In bottles of 24 tablets. 


When you suspect biasis—specify ANAMEBA. 
For additional information, please write our Med- 
ical Department. 


1. Frye, W.W., and Lampert, R.: Treatment of 
Asymptomatic Endamoeba histolytica Carriers with 
a Formulation of Bacitracin- Methylene Disalicylate 
and Iodochlorhydroxyquin (Anameba). 

Am. J. Gastroenterol. 34:429-432 (Oct.), 1960. 


CHICAGO PHARMACAL COMPANY 
5547 N. Ravenswood Ave., Chicago 40, Ill. 
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month after month the Micro ibe ales curve ascends. 

clearly, users find it good. Mose : d @re of them every day. And they 
keep coming back for more, 

we asked them whet 


“It’s 


up are sharp and féjminous” 
so expressive of the quality of the films if 
aking 


sour out, or clump.” 


ung@aimous. 
Sound reasons why Satisfied users are willin to pay 
the little more Micropaque costs. 


try it on your next twenty-five GI studies. 
If you’re not converted on performances alone we'll tear up the bill. 


“like painting with barium” 


PICKER X-RAY CORPORATION, 25 SOUTH BROADWAY, WHITE PLAINS, N. Ts 


we asked usefs | 

Creamy to llow and tastes good—patienggdon’t gag on it, 
dongeggnse up. a tremendous differeng. 
Is 
“It’s to prepa instantly. is a busy department: 
we it in huge batches because it 

| 


A COMPLETE THERAPY FOR 
TREATMENT OF PEPTIC ULCER 


CARBAMINE 


U.S. Pat. No. 2,840,506 


INGESTED EXOGENOUS 
SUBSTRATES 


BLOOD AND METABOLIC 
ENZYME SUBSTRATES 


Enzymic imbalance resulting from insufficient substrates may lead to 
peptic ulcer and other digestive disorders (full discussion in article by 
Goodfriend, Vanderkleed and Goodfriend). Carbamide has been designed 
to supply substrates for these enzyme systems, and thus aid in relieving 
symptoms, correcting acid-base equilibrium, aiding mucosal healing and 
normal digestion, and restoring homeostasis. 


The action of Carbamine medication as a direct approach to the elevation 
of the health status and resistance of gastrointestinal mucosa; its high 
degree of therapeutic effectiveness; and its complete absence of toxicity 
or side-effects indicates that it is an important contribution to the materia 
medica of peptic ulcer and certain other gastrointestinal diseases. ‘?) 


FORMULA: REFERENCES : 

Carbamide with citric acid and sodium bi- (1) Goodfriend, Vanderkieed & Goodfriend. ‘Enzy- 

carbonate to produce sodium citrate and matic Therapy of Peptic Ulcer and Digestive Disor- 

carbon dioxide when dissolved in water. ders.’’ American Journal Gastroenterology, Vol. 33, 

DOSAGE: No. 1, Pgs. 80-89, January 1960. 

One packet T.I.D. after mealtime and one (2) Kelly, H. T., M. D., ‘Treatment of Gastroduodenal 

packet at bedtime. Ulcer and Certain Digestive Disorders with Mucosal 
Enzyme Substances’’, American Journal of Gastro., 
Vol. 33, No. 12, December, 1960. 


- KEY PHARMACEUTICALS, INC., Miami 37, Florida 
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<P. Donnata!l® with Kaolin and Pectin compound 


m2. DONNAGEL’S comprehensive antidiarrheal formulation gives 
the green light to normal activity, through its fast and dependable 
control of intestinal hypermotility. 
Each 30 cc. (1 fl. oz.) of Donnacet contains: 
6.0 Gm. Natural belladonna alkaloids: 
Pectin . hyoscyamine sulfate . 
atropine sulfate 
hyoscine hydrobromide 
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All three for in “is the usual nt to par onic 6 mi. 


Growing emphasis on rectal 
particularly as an aid in early 


rectal 
examinations 
made faster, 


easier, 
more revealing 


examinations for all patients— 
detection of cancer—calls for easy, 


rapid, yet thorough bowel cleansing. The ready-to-use Fleet Enema, with 
only 4% fl.oz. of standardized solution, produces a clean, more relaxed, 
mucus-free bowel in about 10 minutes, after which the examination may 
proceed.’* The pre-lubricated, anatomically correct 2-inch rectal tube 
makes insertion easy and safe. Fleet Enema gives “excellent’’ results 
without inflammation, dehydration, or gas. 


Fleet Enema can be prescribed with con- 
fidence for a variety of diagnostic and 
therapeutic purposes (including use be- 
fore and after barium enema). Systemic 
absorption is negligible.5 


1. Nesselrod, J. P.: Clinical P: logy, ed. 2, Philadelphi 
Saunders, 1957. 2. Page, S. G., Jr., et al.: J. A. M.A. 
157:1208, Apr. 2, 1955. 3. Gross, J. M.: J. Internat. 
Coll. Surgeons 23:34, Jan., 1955. 4. Page, S. G., Jr., 
et al.: Gastroenterology 32:747, Apr., 1957. 5. Hellman, 
L. 0.: To be published. 


C. B. FLEET CO.,1NC. Lynchburg, Virginia 


100 cc. contains: 16 Gm. sodium biphos- 
phate and 6 Gm. sodium phosphate in 
41/-fl.oz. squeeze bottle. Pediatric size, 
2% fl.oz. Also available: Fleet Oil Reten- 
tion Enema, 4%4-fl.oz. ready-to-use unit 
containing Mineral Oil U.S. P. 


FLEET: ENEMA 


READY-TO-USE SQUEEZE BOTTLE 
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Highly opaque water-soluble contrast medium 
for 


GASTROENTERIC RADIOGRAPHY 
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MAALOX 


RORER 
HYDROLIBE £1) 


ANTACID — DEMULCENT 
NON-CONSTIPATING 

A suspension of Magnesium ana 

Aluminum useful for re 

of pantric 


Shake Well Before Using 


dose! As antactt and pro 
to four 
ates afer mei 

as directed by your physician. Masion 
should not be Used in patients who are 
severely debilitated of suffering from 


KEEP BOTTLE TIGHTLY CLOSED 
KEEP FROM FREEZING 


WILLIAM H. RORER, inc. 


NO TASTE FATIGUE 
EXCELLENT RESULTS 


NO CONSTIPATION 


the most widely prescribed and 
most wearable of all antacids 


suspension | tablets 
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KEEPS 
THE STOMACH 
FREE OF PAIN 


THE MIND OFF 
THE STOMACH 


Milpath acts quickly to suppress pain and 
spasm, and to allay anxiety and tension 
with minimal side effects. 


Milpath-400 — Yellow, scored tablets of 
400 mg. Miltown (meprobamate) and 
25 mg. tridihexethy! chloride. Bottle of 50. 
AVAILABLE Dosage: 1 tablet t.i.d. at mealtime and 
IN TWO 2 at bedtime. 
Milpath-200 — Yellow, coated tablets of 
POTENCIES: 200 mg. Miltown (meprobamate) and 
25 mg. tridihexethyl chloride. Bottle of 50. 
Dosage: 1 or 2 tablets t.i.d. at mealtime 
and 2 at bedtime. 


Milpath 


®Miltown tanticholinergic 


WALLACE LABORATORIES Cranbury, N. J. Wy 
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KonsyI supplies a non-irritating bulk consisting 
entirely of hemicelluloses derived from blond 
psyllium. The smooth bulk of Konsyl disperses 
with the intestinal contents to create a soft- 
formed, easily passed stool. Konsyl assures the 
resumption of a normal peristaltic pattern and 


Your Patients 
contains no sugar or other diluents. 


will appreciate 
the modest cost! 


Made by BURTON, PARSONS & COMPANY, Since 1932 
Originators of Fine Hydrophilic Colloids 
Washington 9, D. C. 
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that makes 
: a Huck. 


esink... 


produces soft, 
normal stools 
in functional 
constipation 


Water doesn’t roll off this duck’s back... 
because the water is Surfak-treated. Surfak 
decreases interfacial tension between water 
and oil ... penetrates the natural oils in the 
feathers, permits water absorption, adding 
weight so that the duck sinks. 

Similarly, in functional constipation, 
Surfak quickly permeates the heterogeneous 
fecal mass. The superior surfactant action 
of calcium bis-dioctyl sulfosuccinate) re- 
duces the interfacial tension between the 
aqueous and lipoid phases of the intestinal 
content to minimal values. The result is 
soft homogeneous feces which are easily 
moved to evacuation, naturally. 
DOSAGE: 

Adults: One 240 mg. Surfak capsule daily. 
Children (and adults with minimal needs): 
One to three 50 mg. Surfak capsules daily. 
SUPPLIED: 

240 mg. Surfak capsules in bottles of 15 and 


100. 50 mg. Surfak capsules in bottles of 30 
and 100. 


LLOYD BROTHERS, !NC. 


CINCINNATI 3, OHIO 
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